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FOREWORD 


The  enclosed  annual  progress  rcjxjrts  constitute  documentation  of 
continuing  review  by  the  WRAMC  Institutional  Review  Board  (Clinical 
Investigation  and  Human  Use  Committees)  of  ongoing  reseai'ch  at 
WRAMC,  which  is  required  by  DMHS,  FDA,  DOD,  DA,  HSC,  and  WR/AMC 
regulations. 

Requests  for  annual  progress  reports  are  sent  to  investigators  in 
August,  and  annual  progress  reports  are  due  15  October. 

When  the  annual  progress  reports  are  received  by  DCI,  they  are  checked 
for  accuracy  and  randomly  sent  to  a  institutional  review  board  member 
uho  either  vsdll  recommend  approval  of  the  annual  progress  report, 
request  additional  information,  or  propose  scrutiny  of  the  annual 
progress  report  by  the  entire  board.  The  process  of  requesting 
additional  information  fron  the  investigator  and  resuhnittal  of  the 
information  to  the  IRB  member,  in  particular,  is  time-consuming 
but  results  in  approval  of  the  majority  ol;  the  annual  progi'css 
reports  leaving  few  for  review  by  the  entire  committee.  All  Che 
individual  annual  progress  reports  in  the  current  report  have  been 
approved  by  the  committee  and  therefore  represent  the  culmination  of 
the  review  process  for  ongoing  research. 

Please  note  that  there  are  several  blank  pages  in  the  report.  Blanks 
represent  annual  progress  reports  still  in  process  of  review  by  the 
WRAMC  Institutional  Review  Board.  A  supplement  containing  these  yet 
unapproved  annual  progress  reports  will  be  published  later. 

The  compilation  of  this  r-eport  and  review  of  over  350  ongoing  projects 
could  not  have  been  accomplished  without  the  perseverance,  patience, 
and  proficience  of  Mrs.  Ethel  Eivin. 


During  FY  80  the  Clinical  Investigation  Program  at  Walter  Reed  Army 
Medical  Center,  already  easily  the  largest  in  Health  Services  Ccxn- 
mand,  continued  to  expand.  At  the  beginning  of  the  fiscal  year 
there  were  232  active  work  units,  over  137  new  research  protocols 
were  approved  during  the  course  of  the  fiscal  year.  There  were 
more  than  78  publications  related  to  apprcr/ed  clinical  investigation 
projects.  Despite  the  increasing  workload,  the  Department  of 
Clinical  Investigation  provided  improved  support  to  the  Clinical 
Investigation  and  Human  Use  Committees  at  Walter  Reed  Army  Medical 
Center  by  refining  the  protocol  approval  process. 

Primary  and  secondary  review  of  research  protocols,  editorilization 
of  consent  forms  and  refusal  to  process  protocols  not  reviewed 
by  department  chiefs  were  among  the  innovations  that  allowed  the 
Walter  Reed  Army  Medical  Center  Clinical  Investigation  Conmittee 
and  Human  Use  Committee  to  subject  Walter  Reed  Army  Medical  Center 
research  to  the  highest  standards  of  review  for  both  scientific 
merit  and  adequacy  of  protection  of  hrinan  subjects. 

The  designation  of  a  full  time  editorial  assistant,  Mrs.  Iris 
Hepburn,  played  an  integral  role  in  the  improvement  in  the  protocol 
processing  mechanism. 

In  FY  80  DC  I  was  able  to  expand  the  t5q3e  of  support  it  could  provide 
investigators.  Thanks  to  the  dedicated  efforts  of  Mr.  Mack  Burton, 
the  admininstrative  officer,  DCI  was  able  to  obtain  additional 
space  in  outlying  buildings,  vhich  have  nov7  beccme  the  Animal  Research 
Facility  and  Gastroenterology  Research  Lab,  finally  providing  support 
in  two  areas  that  Mstorically  had  not  had  adequate  facilities. 

As  FY  80  ended,  DCI’s  first  two  allied  health  scientists.  Major  Lauren 
Reed  and  CPT  Rudolfo  Bongiovanni  were  approaching  the  end  of  their 
assignments  at  WRAMC.  Both  individuals  have  made  substantial  contri¬ 
butions  to  the  clinical  investigation  program  at  I'JRAMC  and  are  evidence 
that  the  allied  health  scientist  can  play  a  very  important  role 
working  in  conjunction  with  the  MB  investigator. 

DCI  continues  to  be  fortunate  to  have  outstanding  conmand  support, 
both  from  Major  General  Baker  and  his  successor  Major  General  Mittemeyer. 
Despite  relatively  austere  resources,  DCI  has  enjoyed  an  adequate 
budget  for  supplies  and  contractural  services.  The  Conmander,  WRAMC 
approved  the  move  of  DCI  to  more  spacious  facilities  on  Ward  61, 
vdiich  DCI  has  been  occupying  since  1/80. 

The  Clinical  Investigation  Program  at  WRAiC  has  also  been  very 
considerably  strengthened  by  the  members  of  the  CIC  and  HUC  each  of 
whom  have  unrelated  busy  duty  assignments  but  nevertheless  dedicate 
several  hours  of  time  monthly  to  the  critical  review  of  protocols, 
counselling  investigators  with  regard  to  possible  improvements  in 
protocols,  and  protection  of  hirian  research  subjects  at  l^RAMC. 


The  future  of  DCI  holds  challenges  and  excitement.  From  the  current 
rate  of  protocol  submittal,  it  is  estinvited  that  we  V7ill  close 
FY  81  w’ith  over  500  active  protocols.  DCI  has  been  tasked  with 
supporting  the  Vietnam  Head  Injury  Study,  a  four  year  recall  study 
of  head-injured  Vietnam  veterans  funded  by  a  1.8  million  dollar 
VA  grant.  It  is  clear  that  the  Oicology  program  at  WRAMC  requires 
more  personnel  in  order  to  fulfill  all  its  responsibilities  in 
clinical  research.  The  Neurology  Service  wishes  to  enter  the  arena 
of  Phase  II  evaluation  of  antiepileptic  drugs.  Finally,  the  new 
final  DHHS  and  FDA  regulations  on  clinical  investigation  will  need 
to  be  implemented. 
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Department  of  Clinical  Investigation 
Walter  Reed  Array  Medical  Center 
This  Annual  Progress  Report  is  for  the  Fiscal  Year  1980. 


1.  Mission  Changes 

a.  Expansion.  During  FY-80,  the  Department  of  Clinical  Investigation 
implemented  a  new  Gastroenterology  Research  Laboratory  in  Bldg.  T-2.  With 
the  help  of  a  Veterinary  Officer  who  is  a  collaborative  investigator,  this 
laboratory  is  already  in  full  operation  and  has  produced  abstracts  and 
publications  to  date. 

b.  Currently  there  are  thiirtoen  (13)  Clinical  Investigation  l.aborator 
at  WRAMC  with  all  but  three  (3)  located  in  the  new  hospital. 

c.  An  animal  procedures  laboratory,  formerly  p<irt  of  the  Organ 
Transplant  Service  located  at  Forest  Glen,  and  moved  to  Bldg  #1  on  main 
post  in  FY  79  is  now  in  Bldg  7.  Two  portable  containment  systems  for 
housing  rodent  size  animals  are  on  order  thus  providing  us  the  ability  to 
kennel  rodents  within  our  department.  Surgical  procedures  and  radio¬ 
isotope  injections  are  now  carried  out  in  this  area.  We  continue  to 
depend  on  WRAIR  for  kenneling  and  care  of  animals  larger  than  rats. 

d.  Through  a  $1.8  million  grant  from  the  Veterans  Administration, 

DCI  WRAMC  is  supporting  a  study  of  Vietnam  era  veterans  with  projectile 
head  wounds.  The  study,  now  in  the  data  collection  pkase,  will  last 
approximately  four  years  and  will  eventually  accession  about  1200 
veterans  which  have  been  followed  medically  since  their  injury  as  early 
as  1967.  CAT  scanning  will  be  used  for  the  first  time  in  a  study  of 
such  size  and  scopje.  The  project  entitled,  "Anatomical  and  Functional 
Sequelae  of  Head  Injuries  Incurred  in  Vietnam,"  was  guided  from  its 
inception  by  Dr.  William  F.  Caveness,  M.D.  until  his  death  in  January  1981. 
MAJ  J.D.  Dillon,  MC,  US  Army,  a  neurosurgeon,  has  taken  over  as  project 
manager  and  principal  investigator.  Term  appointments  for  approximately 
ten  people  to  conduct  the  project  have  been  approved  by  HSC  with  hiring 

to  proceed  as  soon  as  possible  after  the  Presidential  hiring  freeze  is 
lifted  or  further  defined.  We  hojje  to  begin  accessioning  patients  in 
April  1981. 

e.  Reference  Interim  change  to  HSC  Reg  10-1,  dtd  24  June  1980. 

The  interim  change  establishes  a  Department  of  Clinical  Investigation 
at  WRAMC  since  WRAMC 's  activity  consists  of  ten  (10)  or  nwre  personnel. 

The  interin  change  also  deletes  the  Clinical  Investigation  Service  for 
such  activities  consiting  of  ten  (10)  or  nK>re  personnel .  The  interim 
changes  is  effective  until  superseded  by  a  formal  printed  change  to 
HSC  Reg  10-1;  and  as  an  interim  measure,  issued  in  other  thin  prige-for- 
page  format. 


2 .  Personnel  Actions,  Current:  Strength 

a.  Personnel  hired  on  temporary  appointment  to  provide  support 
to  investigative  projects. 


Alston,  Stephanie  GS-02 

Wang,  Elii-abeth  GS-13 
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Investigation  Program  Surmtii 


Number  of  Active  Protocols  269 
Number  of  Completed  Protocols  66 
Number  of  Terminated  Protocols  32 


4.  Incentive 


2  McAnnally 

1  Martin 


Tlie  BaLley  K.  Ashford  Award  medallion  presented  ai'inLially  to  the  staff 
member  at  L'alter  Reed  Army  Metlicai  Center  whose  research  project  was 
voted  the  most  outstanding  contribution  to  the  LPAMC  investigative 
program  was  Major  Thomas  G.  Brewer,  MG,  Gastroenterology  Service,  for 
his  paper  entitled,  "Maximal  Rate  of  Urea  Synthesis  Reflects  Heratic 
Cell  Mass  in  Rats";  and  Major  Louis  N.  Pangaro,  MC,  on  the  metaDolism 
the  thyroid  hormones  in  health  and  disease. 


Funding,  FY-80: 


of 


Civilian  Personnel 
Military  Personnel 
Travel 
Contracts 


Supplies 

MEDC/\SE 


$536,214.18 
$327,094.34 
$  21,500.00 
$115,000.00 
$472, 800.  a) 
$  68,101.00 


Total 


$1,540,709.52 


IV'-BIJ:  PUBLIOTIONS  /\ND  PRESETrtATIOMS ,  FY-riCj 


DEPARTMElNn:  OF  MEDICINE 

Johnson  JP,  et  al.  'The  Role  of  Plasmapheresis  in  Anti-GBM  Mediated  Renal  Disease 
Controversies  in  Nephrology  -  197^^,  Winenester  and  Schriener,  eds/ .  10"' 

Pan^^aro  L.  Burman  KD  and  Wartofsky  L,  et  ai.  Th^Troid  Function  Testa  In  ^;ord 
Blood  Maternal  Serum  Fluid.  JCEM  50; 1075 >  1980. 

Pangaro  L,  Burman  KD.  and  Wartofsky  L.  Investigations  into  i:l‘ie  Physiology,  of 
RT3  and  3,3’T2.  .JCEM  50-i075,  1980. 

vuiTnan  KD,  et  al  'Fhe  Ju'ect  of  Obesif'-  md  F.-.f'.  i.ng  ,  -  T3  kereptcr''  in  Mr  'r 
Cells.  JCEM  5i:lG&,  1980. 

k.cy  IT..  Elffect  of  To  and  rT^  on  Plasma  Cyci.  .JucJ.eotide.  Ix  '.Is  on  Sheri  . 
Ehdocrinology  107:130-136,  1980. 

Glass  Instilin  Resistance  in  Diabetes;  Relative  Effect  on  Glucose  ana  /vninr. 

Acids.  Presented  at  the  American  Diabetes  Association  Meeting  ar at 
the  International  Symposium,  1980,  (Ahstract) 

Pangaro  L,  et  al.  Glucose  Regulation,  Peripheral  Thyroid  Hormone  Economy  in 
Fastea  Subjects.  JCEM  5): 1075,  1980.  ^ 

Burman  KD,  et  al.  Alterations  in  TRH  Stimulation  in  Obesity  and  Fastine 
Metabolism  29:46,  1980.  ° 

^/ray  HL.  Kfect  of  Thyroid  Status  on  the  Hormonally-Induced  Cyc]  ic  AlilP  Re.  'O'.n.se 
of  the  Kidney.  Endocrionlogy  L06  (Suppl):122.  1980.  - 

<■ -I- -^^tolactope  (Teslar.)  in  Oligospepni. 

Wray  HL,  al^^ Investigations  Concerning  the  Physiology  of  Ir/ioth^rroni 

Pangaro  Development  .:f  a  RadiouirTunoas.say  of  Tr.l-xJot 

Vigersky  Eil  E,  Purohit  V  and  Bruton  J.  "Anti-Androgenic  Prope; . 

Jm?i9lj!"^^^  '  Teslac) .  Presented  at  the  Endocrine  Society 

Smallridge  RC.  Radioactive  Assessment  of  Cardiac  Function  in  Patimts  with 
Acromegaly.  Clinical  Research  28:193A.  1980. 

Sn-allriGge^RC.^^^Breag  Carcinoma  and  Thyroid  Hormone  Receptors.  Clinical  Resea.  ' 

3ur-an  Effect  of  F  .stiag  Upon  TSH  Response  to  TRli.  Metabol  ^ 
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DEP/\yrME>n:  of  MSDICINE  (continued) 

Smith  C,  Mehlman  T,  and  Vigersky  RA.  'Treatment  of  Hirsutism  wi^  Cimetidine' ' . 

Presented  at  the  62nd  Annual  Meeting  of  the  Endocrine  Society,  June  1980- 

Raveche  E,  Vigersky  KA,  Tjin  JH,  and  Steinbf^rg  A.  ’'^}^lrLne  Tliymic  Androgen 
Receptors".  Presented  at  the  Amer,  Rheuniat.  Assoc.,  iiay  1980. 

Brewer  TG,  IXinn  MA,  i<erry  WR  and  Harmon  JW.  Urea  Synthesis  Reflects  Hepatic 
liass  in  Rats.  Gastroenterology  79  ] ^SO. 

Tramont  EC.  L~ reponema  Pallidun  (Syphj-lis)  _m  Principles  and  Practice  of  -nfectrous 
Disease.  Chapter  l80,  1979.  Mandell ,  pK'nnett  and  touglas,  McGraw  HiJ.l,  eds) 
New  Yridc. 

Dobik  A,  Kl:-i -■man  A,  -Oickscn  £  Jr.,  .-.-covlll  J,  arid  Tv  ament  LC.  Inhiti-tlon  of 

Clinicab.;'-  Significant  bacterial  Crganj.sTns  I_n  Vitro  Ay  2-;Acctylp^'i-'i.ne 
Thiosemi.cacbajione.  'xitirru.crobial  Agents  axxi  Chenutiicrapy.  l-'i  (1;  ;27'-.'i6 , 
1980.  ■ 

Tramoiit  EC,  Clak.;..  McCttesney  D,  Boslego  Ji.-,  cxnd.  k>riaton  CC,  Cress  P.eactivity 

of  Gonococcal  Pill  as  Determined  by  fnhi’Dition  of  Epitheiial  Cell  Attachcf^nl 
Presence<i  ’.r  -.he  ICCAC,  Boston,  Mass,  1979.  ('''I'ctraeu) 

Tramont  EC,  Boslego  JJ,  Sadoff  J,  Zollinger'  W,  Lolik  A,  Bry’sn  J,  ard.  Erinton  CC. 

Safety  and  lurmjriOgetxLcity  Study  of  Gonococcal  I’ilus  tvjccine.  Presented  at 
the  ICCAC,  Boston,  M^ss,  1979.  (Abstract) 

Titmont  EC,  Ciak  J,  Boslego  JW,  McChesney  DG,  Brinton  CC,  and  2k3].linger  W,  Anti- 
Genic  Specificity  of  Antibodies  in  Vaginal  Secretions  During  Infectiori  witl'i 
Neisseria  Gonorrhoeae.  J  Infect.  Dis.  142:23-31,  1980. 


Trarrc'iL  .CC.  Role  )f  Acriesion  of  N-risseria  Contn-'-bce"-  '  , 'eri  s': 

the  Ci  '•  ’irJi'td.r'Cinii  .'vyr-''pnr. i .  a  londorg.  UK.  -.n 

Boslego  Jii/,  McChesney  DG,  S.idoff  J,  Ciak  J,  and  Tramont  UC,  .  dTan  Genital 
Antibody  Response  to  a  Gonococcal  Pilus  Vaccine.  Presented  at  the 
ICCAC,  New  9r leans,  1980.  (Abstract) 

Rurman  KD,  et  ai. .  fhe  Effect  of  Glucagon  on  TliyL'oidal  Lcunomy.  JCEH,  In  Press. 

a'rrrran  KD,  ct  al.  Regulations  if  the  Initiation  of  Thyroid  Hormone  Action. 
Hormone  Metab.  Res:  In  Press. 


^.lallridge  RC  and  Wray  HL.  Studies  on  the  Pathogenesis  of  Hypocalcemia  in 

Tumors  Associated  with  Osteoblastic  Metastases.  ''mer  J  "fed,  In  Pre.e;;. 

Glass  AR,  Dabjrs  '..T,  and  Swerdloff  RS.  Body  Fat  at  Puberty  in  Rats:  Aiearatiens 
by  Ciianges  in  Diet.  Pediat  Res  13:7-9,  1979 


OP  0_ . " iriiied ') 


Glass  /\R,  ''ail  Let  R,  Vic;e-r-kv  ItX,  and  Swerd'aff;  RS.  Hynoandro^enLsm  and 

A’'"  1:0 .n:";; I  ko^:;uLar. Loll  Can-adoCropin  oocretlori  in  Rats  Ted  a  Ixiw  Protoin 
Diet.  Endncrinoloy.'  104;  43  S -442 ,  1979. 

Glass  ;\R,  Seb.-.at,  and  Dirrord  RC.  Absent  C-'  .'.vtb  liornxsne  Response  to  L-tryptopiiiin 
in  Acrct-'yaly.  J  Endoci-Lnol  Metab  ^;664-666,  1979. 

Glass  All,  and  Sedth  CE.  Stress-Induced  Cor"isoL  Release  in  Hypothalamic 
Hyp^^ad renal L ^..'PA  ^:1612-16L3,  1979 

Kidd  GS,  Glass  \R,  and  VLp-.-  '  /  ?A.  The  Hypotha' 'mrlc-Pituitary-Testicular 
/c-nls  iv  Thy-- Aoxio  .sl,.  J  Clin  Eruocrli  _  “yttib  798-802,  1979. 

Glass  AvR,  d^d  Berer’ ^rg  J.  Gy 'ecorr'a-:.;  a  after  Cherotherapv  for  L'/mchorna. 

Arch  Int  Med  139:10q8-]u49,  1979. 


Glass  AR,  ScAaaf  M,  and  Diir.cnd  RC.  Amitriptyline-Induced  Suppression  oA 
Growth  Korrwue  in  Acromogaly,  Psycho neurrendocrinoIoA-;  5:3I-5& 


1980. 


Glass 


•AR,  and  Swerdir. ff  P,S.  Rtitritional 
the  Pcjt.  Fr,',,  o  Proc  39:2350-2364 


InfJuences  on  Sexual  Mats,  .it ion  in 
1980. 


Paum  WJ,  Glass  AR,  and  Sw 
Nc  sroLr:  n2':r  ttori 
R-'it:  Relationship 
EndoorLnuIo:.;/  L06: 


erdloff  RS.  Changes  in  Hyothalamic  Catecholamine 
or.d  Pituitary  Gonadotropins  in  the  Ir.mature  Female 
'.o  the  Gon.icostat  Tneorv  of  Pubeitv  Onset. 
1^33-1253,  1930. 


Glass 


Increases 
Ferti 1  Scori 1 : 


Glass  AR,  and  VIj-rsky  RA.  Leydig  Cell  Function 
]  Steril  34;14Vl^i8,  1980. 

Glass  AR,  Sma  ’ridge  RC,  Sci-aaf  M,  ani  OLmond  RC. 
to  L-tr>pt.;.phan  in  'Lorrm:;  and  AcromegaUc 
crinologv  5 : 261-265 .  1930. 


in  Idiopathic  01igosper",'2.a . 

Absent  Prolactin  Pt  -nonse 
Subject.  Psychoneurot.n.do- 


V'icersk-.-  RA 


Cl  me 


Glass  AR, 


lAhhran  I,  Class  AR 
idine:  A  Preliminur 


,  and  Smith  CE.  Treatment  of  Hirsute  Aomen 
y  RspoTw.  N  En^i  J  Msd ;  In  Pt'^ss. 


HCCA 


S  fCV 


■  ?JK.  ]] 
ed  i>jse.- 


. . -.n  i'  :'^osterc''e  ProdtJcticr,  in  Men 
Lon.  J  Cll"  Er.  .  orinol  Lie  tab:  In  Press 


th 


G.  nis  AR.,  Burman  El),  Dahms  OT,  and  Boehm  TM. 
MotaLxjli ^m:  In  Press. 


Endocrine  Function  in  Human  Obesity. 
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Dn:PART>E>rr  of  ^EDlCr■^iE  (continued) 

Latha.-n  KR,  Tseng  YL,  and  Glass  AR.  Nuclear  Thyr-oid  Hornione  Receptors  in 
ob/ob  Mice.  Clin  Res  27:256A,  1979.  (Abstract) 

Glass  AH,  Schaaf  M,  and  DLmond  RC.  Amitriptyline-Induced  Suppression  of  Growth 
Hormoriu  in  AcrOu^galy.  Phv3iolo^i5X  22:70, ■ 1979.  (Abstract) 

Glass  AR.  HCC-h'.duced  Block  in  Testosterone  Production  in  Man.  Proa.  Fndo.  Soc. 
61st  Ann  Mtg,  19/y,  Abstract  832. 

Vigersky  PA,  and.  Glass  AR.  Effect  of  Testolactcno  (Teslac)  in  Gligospermic 
Men.  J  f\i\lroloin/  1:67,  19cYj.  (Abstract) 

Tseng  YL,  Glass  AR,  and  Latham  [\R.  Tiyrcnine  Met.'i:x)l‘i sm  i.n  Pat  £md  Liver 

llomoge;  ated  from  Pvats  and  Genetic-a,U.y  Obese  Mice.  Presented  at  the 
Endc:'  /' no  Geci  ety  62nd  Annual  Meeting,  IPPO,  Abstract  94. 


Srrallridge  Red  Glass  AR,  Martofsky  L,  Warn! 

the  E'  ■ol(V<’/  of  Elevated  Germ  Tri 
Malrti'.i  ; :';b  a  Pats,  Inresented  at  t 
Meeting,  1,130,  Absl.ract  .696, 


k£,  and  L:.i.-fiiar!  KD.  laves tigati.ons  into 
■■i ociothyr  ."cAe  (’13)  Lc',-el'  ir,  P'''i!:ei.n 
n  Erv.ioci  Mo  Svxue’..'  62nd  Amirs ). 


Glass  AR,  Bon^  ,)V.r •ai  P,  and  Boebin  M.  Insulin  ;..osi.  in  Ghasityr  Differential 

Effect  on  Glucose  and  Amino  Acid  Disposal.  Diabetes  29  (Sudd2): 

20A,  i'WL  ^ - 


EutTran  KD,  Smal  Lridge  RC,  Osbume  R,  Dunond  RC,  I'Jhorton  NE,  Kesler  P,  and  [ 

Wartofsky  L.  Nature  of  Suppressed  T3H  Secretion  Dijring  LYidemutrition;  | 

Effect  of  Fasting  on  T3H  Responses  to  Prolonged  TPTi  Infusion.  > 

Metabolism  29:46-52,  1930.  j 

S’iva trridge  RC,  i-'ani ' py  I,,  and  A,  ^  ir'..;,.,.i:vp;.v  u  3.  .  .rsticn  -.1:  TC,.-; 

DlscoiG.^noe  Between  the  Suppressive  Effocts  of  Corticosteroids  arid 
Tnyroui  Hon  roue.  J  Cli.ri  Erdccrirol  Me  tab  '.3:  00-705,  1979. 

I 

Chemow  3,  Johnson  i.F,  .JanowLtz  WR,  it'd  Castell  DO,  fiilnronary  Aspiration  as 
a  Consoguence  of  Castroesonbageal  ''eflirv  •  '  Oing’iostic  Approach. 

Dig  Dit;  &  ScL  24:839-8-44,  1)79. 


Q 


DEPART-'.-''-  ''F  ?::c.F.:.v 

I-lar^nn  J  -.'.  L’se  Copolytre.-  a  UitLice  for  ir:-  Cruv.jii  .\eogut:.  Surgical 
I'oruTi  30:365-366,  19/9. 

Kramer  KK.  '/LCra sonographic  Nfeasuren-eiLt  of  Ciiorc-dLal  Mcianc.ra.  Presented  at 
the  /\ni  .'  lal  Association  in  Research  and  Vision  in  Optliamology  Meeting 
.‘by,  19S0.  Orlando,  Florida.  (Abstract) 

Schwartz  .DM,  and  Surr  RK.  Three  Experiments  on  the  California  Consor.ant  Test. 

J.  Speech  Hear.  Pis.  Februaiy,  1979. 

Schwartz  Dfi,  Surr  RK,  et  al .  Performance  of  Higli  Frequency  Impaireci  Listeners 
with  Cm .-entional  end  F-xtend-cd  High  Fre(4uency  /-m.pliiication.  Audiology 
18,  1979.  - 

Schwartz  CM,  and  Surr  KC.  high-Pass  and  Conventional  High  Frequency  Hearing 
.‘^d.ds  for  Listeners  with  High  Frequency  Sensorineural  Hearing  Loss. 

.Auditor/  and  Hearing  Prost’netic  Re.search,  L.-.r.son  VD,  Egolf  D,  and 
liirlin  L  eds,.)  Grune  and'  Stratton  19/9. 

Punch  JL,  Montgomery  .AA,  Schwartz  DM,  Walden  BE,  et  al.  ^!ultldimensio\^al  Scaling 
of  Quality  Judgments  of  Speech  Sim.uls  Processed  by  Hearing  Aids. 

J.  Acous t .  See .  Am.  68,  2,  Z+SS—i'-.o,  1980. 

^‘ontgomery  AA.  "Coart L tula tion  and  Lipre.nding:  Compiirison  of  Synthetic  and 

Real  StLmuli".  Presented  at  the  .-oHA  Convention,  November  1979.  (Abstract) 

Light  JA.  ALG  Reverses  Irre .-ersible  Rejection.  Presented  at  the  Transpi.  Society 
July  1980.  (Abstract) 
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ALIJIRCrt'  A^3)  RHrL’>lAi.C)LXXrr  SERVICES 

RD,  Levinson  HI,  Dvornk  Hl-I,  and  Davis  RW.  Phase  Skin  Reaction, 

J.  Immunol.  122:692,  1979. 

Smith  JA,  Hansrield  LE,  deSbazo  RD,  and  Nelson  HS.  An  hValuaCion  of  the 

Pharmacologic  InhibLClcn  of  the  Iirmediate  and  Late  Cutaneous  Reaction 
to  Allergen.  .T  Allergy  Clin  Imnxmuol  65:119,  l9SC, 

Smith  L,  Kaliner  Yi,  Davis  ?,  Shelhamer  J,  and  Hubbard  V.  Autonomic  K’ervcti.s 
System  Dysfunctira  In  ratiettts  with  Cystic  Piln:os:';-  .  J  Allergy  Clin, 
Itmunol.  65:217,  1960. 

Snelhan'.er  Jri,  .'.etcalfe  DD,  Smit.li  U,  and  IC.t liner  M.  Ab.oriial  Adrenergic 

Responsiveness  in  Allergic  Subject:  Analysis  of  Iscpro-Terenol-Induced 
Car^Gv  iscular  and  Plasma  Cystic  AM!’  Resfxrnse;;.  P  'Clergy  Clin.  Imrurol, 
66:52-6' 

Booh:n  TM,  Kcrra  •  P’''  and  Galloway  a-'  .  Per:: '.^;taat  U  ..■■■  cticns  to  ]  ,  au  .  .y 
E'/idan.  .  fo'- 't'hrec  InruaiOlogi.c  MecliauLsms .  'aient  ■  .at.  the  An-:erican 
Acade.my  of  id  lergi/  ■ieeCing,  !,980.  (Abstract) 

floyd  M  and  Tesar  JT.  The  Role  of  IgM  Rheumatoid  Factor  in  ExperuTental 
Vasculitis.  Clin.  Exp.  Irtm'nol.  36:165,  1979. 

pjeme  BH,  and  lawless  OJ,  Re -evai tuition  of  Mti-DMA,  Antibody  Levels  Detected 
by  the  Farr  Technique  and  FIAK  Ifnrit.riofluore;'.ofc.  ico.  •srviy.  Clinical 
Chaniscry  26:1072,  1980. 

P.amire2  DA  and  Evans  R  III.  Tlie  Diagnosis  of  HymenopLera  IlypersensitL/ity. 

J.  Allergy  Clinical  Iimunol.  In  Press  1980. 
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DF„P.\RTME:;r  of  PEDmillCS 


I'-fease  AD,  Fischer  GW,  HunT.er  KLi,  and  Ruv-nann  FB.  Decreased  Phytohcnagg-Luti nir.- 
Induceu  Aggregation  and  C5a-Induced  CheTOtaxis  of  Human  Newborn 
Neutrophils.  Pediatr.  Res.  1,4:1'^2-146,  1930. 

Mease  AD,  Rurgess  DP,  and  Tliomas  PJ.  Differences  Ber.-.;een  I’eonatal  and  Adult 
CcmoTe.-ent-Inducod  Neutrophil  Aggregation  ana  Cellular  Augrr.w,  r.ation 
of  Neutrophil  Cherrotaxis.  Pediatr.  Res.  14:549 


DEPART-';r'T  OF  .CY 

Hunoer  JG.  Tne  i-ecelopmcntal  Clgiificance  of  Transitional  Objects.  Presented  to 
the  Artnual  Departr.;en.t  o^  Psychiatry  Research  Sympctium,  June  1930. 


L'.F?ARTi-!E2.T  OF  Hrl-'ATOLCGY,  ''JPATR 

Kark  JA  a:'.'  c-'.-'-in  LS.  Sickle  Cell  Disease  and  Variants  in  Henatoloev  and  Oncology 
M.  Lichu.un,  eds,.)  Gru- .■  and  Stratt^  Inc.,  New  York,  NY,  np.~'6r-97,  1930. 

tlirk  JA,  Hannah  JS,  Hack  C'J,  for/,-  /vcnni  R,  lessin  LS,  ana  ilayes  K.  Vitamivi  35 
Aldehydes  as  Potential  An.'Lsickling  .Agents.  Presented  at  the  Fifth 
Incamaticnal  Red  Cell  Conference,  September  1980,  Ann  Arbor,  Michigan. 

Kark  JA,  Hicks  CJ,  and  E.:-giov?.nni  R.  Inhibition  of  Erythrocyte  Sickling  by 
P;,. rid.- 'ml  Phosphate.  Clin.  Res.  23:315A,  1  l-cO. 


usi  ;;3 


Kranta 


Schaeffer  .M,  Davia  JE, 
-tigaticn  of  Extant  o.' 
Card  L  jva. sc;  'lar  Rest'onse 
etv  for  Psvchcth.s  i.clooi 


Dam^'rosk  TM,  MacDougall  JM,  and  Shaffc-r  RT 
Coronary  Atheroscierosis ,  Tcpe  A  Behavior 
to  Social  Interact'  'n.  Presented  at  the 
-al  Research,  Vancouver  'BC,  Octoler  1930. 


Kra: 


lo.  Glass  DC,  Srhaeffe: 
DiseaS’r?:  A  Crit'cal  F; 
Fee  -  ■>  on  CardLo'O'.scuIcn 


M,  and  Davia  JE.  Behavior  Patterns  and  Coronary 
:lnaticn.  J.T.  Cacioppo  and  R.E.  Petty  eds.,) 
iY.vchonhysi.-;log>',  New  York:  uuLford,  In  Press. 


PROTOCOL  /#1004 


TITLE:  Stress  Ulceration  in  a  Medical  ICU:  Incidence  and  Possible 
Prevention  with  Cimetidine 


INVESTIGATORS : 

Principal  Investigator:  Dr.  Lawrence  F.  Johnson 

Dr.  Michael  T.  Keegan 


DATE  COMPLETION :  Estimated  January  1982 


O': JCCTIVE :  To  prove  in  a  double  blind  randor.'iiieJ  fashion  if  Cimetidine 
■  is  effective  in  decreasing  the  incidence  of  stress  induced  gastrointesti-.-^  ] 
'  hemorrhage  iii  the  Medical  Intensive  Care  Unit. 

hl-CHNICAL  APPROACH:.  See  Protocol 

PROGRESS  and.  RESULTS:  Since  the  last  rejr.rrt.  2  patients  have  been  added 
to  the  study.  The  double  blind  code  has  not  been  broker! ,  so  it  is  impos- 
to  diOtcrniine  at  this  tiiiie  the  ef-'icacy  of  Cimetidine  /;  place'oo. 
J.iitorif.i  evaluation  of  the  submitted  data  to  Smith,  Klein,  French  on  38 
p.ationts  seems  to  indicate  that  there  is  some  trend,  but  the/  are  not 
w.i,U.inv  to  say  that  thnro  is  any  significant  differonce  bet-voon  the  two 
groups  at  this  time,  in  patients  studied  so  far,  there  have  been  no 
.  untoward  side  effects  that  could  be  related  to  the  study  drug  or  the 
protocol.  Of  note  is  that  accession  of  patients  to  the  study  has  been 
haflipered  somewhat  by  the  wide  spread  use  of  Cimetidine  in  this  hospital 
and  outlying  referral  hospitals. 


CONCLUSIONS:  Forty  patients  have  been  studied  to  date  under  the  protocol. 
Because  it  is  a  blinded  coded  protocol  and  the  code  has  not  been  broken 
and  no  results  are  available  at  this  time,  it  is  anticipated  that  ade- 
(iu.atc  data  can  be  obtafned  with  a  total  poo’,  of  .'■/)  patients,  it  is  srhed 
•  (ui.fc  tfie  study  bo  conii.?iucd  ui-tLl  at  Ifurt  .0  merc;  patients  are  GCC'...,:;ad. 

I'l  JND3  liTlLIZED  •  None 


FUNDS  REQUESTED,  FY  30:  Same  as  original  protocol 


PUBLICATIONS  TO  DATE:  None 


TYPE  OF  REPORT;  Interim 


ADDENDUM: 

Forty  patients  iiave  been  stniiod  uncJui  :  he  j. -'otou-);  there  lOve  bcc-n 

no  untoward  side  effects  noted  that  co.'lti  be  uctirf  te'.y  re':..sd  to  the 
drug  or  to  the  protocol.  On  site  insp'^r.'-ion  anb  dr;jg  inventory  h*s  I'cen 
carried  ouf  as  prescribed  by  !■■!l;\  r.t  ons  by  '':;'ith,  flciy  FrE..:,h 

Company  on  a  legul.'.ir  basis. 


FRECEDING  PaGE  BLAi^OC-iMOr  TLU-ihli 


Drite:  1  December  1980 


1  Protocol  No:  1005 


jitrdus:  IiitS'.'Iiti  X 
Final 


Title  of  Project;  ' - - - - - 

Polycythemia  Vera  Study  Group  i?12,  Efficacy  Trial  using  Hydroxyurea  (HU)  in 
the  Treatment  of  Primary  Thrombocytosis. 

Starting  Date;  22  January  1980  jSstimated  Couwlctiun  Dato:  Vithin  the  next  ftsca.'. 

^  year. 

Principal  Investigator:  Daniel  B.  Kimball,  Jr.,  COL,  MC 


4ssociaie  Ir3.v3stigajtQrs;  Facility;  WRAMC 

Staff  and  Fellows  of  the  Hematology-' 

Oncology  Service 

Dapt/Svc  Department  of  Medicine 


Key  Weirds; 

Accumulative  T-IZDC 
Cost: 


;\SE  Accumulative  Contract  j~  Accumulative  Supply 

Cost;  !  Cost: 


FY-80  MF.rr;ASE  CosC 


;  Periodic  Ra'.n  -.w  Fesults: 
1  (to  i>o  filled  ;  a  by  DCI) 


Study  Objective: 

To  study  the  usafulnasc  of  Hydroxyurea  In  the  treatment'  oi  i-irimary  thrombocytofiir. 
in  an  attempt  to  find  an  acceptable  nonalkalating  chemotherapy  agent  to  reduce  the 
risk  of  acute  I<.'i.'kemia. 


'Technical  Approach; 


Progress  liuru'g  FY- SO; 

No  patients  from  Walter  Reed  Army  Medical  Center  have  been  entered  on  this  national 
protocol-  Nationally  43  patients  have  been'accrued  to  this  study  of  >hom  26  have  been 
evaluated  for  periods  of  longer  than  3  months.  Of  the  evaluable  patients  12  ac h ie v ed 

K umber  of  subiacts  co  be  studied  before  completion  of  study; _ _ _  (over) 

Serio’isAmexpected  side  effects  in  subjects  participating  in  project: 

Conclusion.':  Protocol  12  continues  to  be  open  for  patient  accrual  and  i  t  la  antl<  i. ■ 
pated  that  12  more  patients  acquired  nationally  would  pro'/ide  for  complete  accrual 
to  the  protocol. 

p-ublicutioo^  c.r  Ab.s'-^acto,  Fi'  SO;  None. 


Progress  T^'SO  (,!' ■iitinued) : 

a  complete  r^-  ’icion  as  defined  by  a  plaLv-'.ct  couhi;  less  than  450,000,  An  r.ricij  t  j  i-.na]  9 
patients  have  had  good  partial  responses  xvith  platelet  count  s  being  Tnaivitained  in  1 1  normal 
range  or  less  than  600,000  for  periods  of  greater  than  one  year  in  12  of  21  patients.  OrJy 
2  patients  have  had  no  response  to  Hydroxyurea.  Toxicity  has  been  mild  and  con.slfttei  inostly 
of  leukopenia-  One  patient  has  had  pharyngitis  and  rash  secondary  to  the  Hydroxyurea.  Three 
deaths  on  the  study  hav  occurred.  One  patient  died  after  being  in  complete  remission  for 
a  period  of  more  than  one  year  and  after  Hydroxyurea  therapy  was  discontinued  and  the  patient 
then  relapsed.  The  Hydroxyurea  was  restarted  in  an  inappropriately  high  dose,  (he  patient 
developed  pancytopenia  and  subsequently  died  of  Candida  septicemia.  One  patient  wii.i'i  a  his¬ 
tory  of  a  previous  polycythemia  vera  developed  herpes  zoster  infection  and  then  went  on  to 
develop  peripheral  blasts  and  acut  t  Jeukemia  and  died  o'"  pneumonia,  'jb--  th.i.rd  rlr-ath  was  an 
elderly  patient  who  died  in  a  nursing  home  of  cardiac  muses. 


f 


D;itC‘:  1  nor-..r,^^r.Tq«n  I  Protocol  Kr»:  1006 _ 

litlo  oi  Project: 

Polycythemia  Vera  Study  Group  Protocol  //3,  Efficacy 
in  Polycythemia  Vera 


________  St;itu:;-.  Iiitcri:a 

_ 

Trial  Using  Hydroxyurea 


X 


(HU) 


Suu-tiag  Datc^_22_January_1980~  bstlrc’ScoinDlotlor.  I).ite:It  is  anticlnatc.H 


Principal  Investigator:  Uanlel  B.  Kimball,  Jr.,  COL,  MC  ^Hy  within  the 


protocol  will  be  closed  nation 


Associoia  lavsstiyator.'i: 

Staff  and  Follows  of  the.  Hematology-* 
Oncology  Service 


next  year. 


Facility:  VHIAMC 


Dept/Svc  Department  of  Medicine 


Key  Words: 


Acctimulative  MEDCASF. 
Cost: 


Accumulative  Contract 
Cc;.st: 


FY-80  jMEDCASE  Cost: 


PociO'iic  Pan/icw 


AfXLLrriiUative  .'J apply 
Cost : 


P.esulrs: 


(to  ba  filled  in  by  D Cl) 


Study  Objective:  "  *  ■  ^  ~T  "" 

To  develop  .a  efficacious  uonalknlatinf'  form  of!  chemotherapy  for  the  treatment,  of 
polycythemu.i  rubra  vara  in  .un  ai  i.empt- to  reduce  the  incidence  of  leukemia. 


TecbnicoJ. 


•hppro.acli; 


Progress '■lU.ri-i-.;  FY-  .jO:  No  patients  Li-.  u  the  '■•.'’■Ltcr  '•■..•d  Army  ‘-l-.iica!!  '.enter  h.iv' 
been  randomized  to  this  protocol.  NatJoaally  05  pafi.er.ts  have  been  entered  into 
this  study.  The  study  to  date  has  indicated  that  100%  of  all  patients  treated  have 
itiaF  re^conse.  The  duration  of  the  response,  however,  varied  from  brief 

- - - -  (ov.^-) 


Number  of  subiacts  to  bo  scudLad  before  coinolelloii  of  .stud'-:  ' _ 

Ssiricus/une3q>ected  side  effects  in  subjects  participating  in  project: 


Conclusions:  study  remains  open  for  patient  accrual  and  shows  that  Hydroxyurea  i.n 

an  effective  agent  for  the  initial  control  of  newly  diagnosed  polycythemia  rubra  vev.'i 
It  will  take  further  time  to  decide  whether  the  leukemia  risk, is  as  great  with  this 
Publication  ><■  A.A';tr  'Cl  FY-SO.  agent  as  it  b.;  wiri,  ^onlzvcg  ---.diatinn  or  an  ( 

.  None  Ing  -.gent. 


Progress  during  FYHOj  (Continued) 

to  greater  than  one  year.  With  regard  to  toxicity  slightly  more  than  50%  of  the 
patients  had  significant  toxicity  with  thrombocytopenia  being  the  mor.t  comrion  ana 
leukopenia  the  next  most  common  as  would  be  expected  Despite  the  frequency  of 
leukopenia,  no  patient  liad  a  significant  infection  ar.i.  evidence  of  clinical  Ijleeding 
was  rare  despite  marked  thrombocytopenia  In  some  patients.  Anemia  was  of  no  clinica. 
significance.  Twenty-one  of  46  patients  achieved  excellent  control  without  need  for 
any  further  phlebotomy.  Eleven  per  cent  had  a  satisfactory  response  with  only  one 
occasion  per  year  where  the  patient  was  considered  to  be  out  of  control,  that  is  a 
hematocrit  greater  than  50%  or  a  pi.,  telet  count  greater  than  1,000,000.  Forty-four 
per  cent  of  the  patients  failed  to  achieve  adequate  control  hy  the  criteria  mentioned 
above.  Clinically,  however,  many  of  these  patients  vho  were  categorized  as  failure-' 
did  very  well.  There  were  two  deaths  in  patients  in  the  study  which  occurred  rela¬ 
tively  early,  but  they  were  not  due  to  inadequate  management.  There  were  also  two 
major  hemorrhagic  episodes,  one  i’ ise  of  Mallory-Weiss  Syndrome  which  was  thc.ight 
possibly  to  be  secondary  to  gastrointest ! nal  upset  resulting  from  t’le  rydroxynir rr- 
therapy  and  tfiorr  V7as  one  episode  of  gastr  ointestinal  bleedir  -  ,  An  analysi:  hy 
group  of  the  iaifure  of  t'ue  Hydroxyurea  ci;giaen  suggested  the  following  confi  :i  buting 
causes:  (1)  incorrect  doses,  (2)  inadequate  doses  despite  lack  of  toxicity,  (3) 

reduction  in  dosage  of  Hydroxyurea  to  inadequate  levels  after  an  initial  episode 
of  toxicity,  (4)  inadequate  phlebotomy  before  the  patient  was  started  on  Hydroxyurea 
therapy,  (5)  excessive  early  iron  replacement  therapy,  and  (6)  patient  unreliability. 
One  patient  on  the  study  has  developed  acute  leukemia  and  the  patient  had  a  complete 
remission  following  its  treatment.  Recommendations  to  investigators  within  t  Vje  group 
included  that  the  patients  be  phlebotomized  adequately  before  starting  Hydroxyurea 
therapy  in  order  to  avoid  inadequate  hematocrit  control  in  the  face  of  white  cell  or 
platelet  toxicity.  In  previously  untreated  patients,  excellent  contro]  has  been 
obtained  with  Hydroxyar--  in  greater  than  75%  of  the  cases,  I'owever,  in  pat 
who  have  previously  been  treated  the  incidence  of  e::cellent  control  is  only  35%. 

Iron  replacement  as  indicated  by  serum  iron  and  per  cent  saturation  does  occur  in 
patients  treated  with  Hydroxyurea  and  seems  to  parallel  the  increase  in  mean  corpus¬ 
cular  volume.  Patients  on  the  Hydroxyurea  do  not  need  to  be  phlebotomized  unless  the 

hematocrit  is  greater  than  or  equal  to  50%.  A  subcommittee  has  been  appointed  in 
order  to  plan  a  second  generation  protocol  to  ; "cceed  this  current  study. 


1.  I 


Dnts:  ’iopo 


[Protocol'  No:  1121 


Status:  Interim  y 


i'inai 


Title  of  Project;  "Combines  Prednisone  and  Cytoxan  Therapy 
Coupled  with  Plasma  Exchange  in  the  Treatment  of  Anti -glomerular  Basement  Membrane 
(Anti-GBiM)  Antibody  Induced  Oisease" 


Starting  Data;  November  IPTS 


Estimated  CompleMoa  Date:  ppror-hpy-  IdBl 


Principal  Investigator:  P*  Johnson,  MD,  LTC,  MC,  Division  of  Nephrology,  WRAIR 


Associate  Investigators: 

Jack  Moore.,  Ir. ,  MD,  MAJ,  MC 


FaciUty:  VIR/XIR  and  WRAHC 


Dept/Svc  Nephrology  Service 


Keywords:  Anti-G3M  Disease,  Good-pasture's  Sundrome,  Plasma  Exchange, 

_ Cvtox ic  Therapy 

Accumulative  MEiDCASE 
Cost:  n _ 


FY-SO  I,EEDCAvS£  Ciost; 


Accumulative  Contract 
Cost:  n _ 


Accumulative  Supply 
Cost:  0 _ 


Periodic  Review  P^sults;_ 
(to  be  xilleJ  In  by  DCI) 


Study  Objective;  To  compare  the  effect  of  Cytoxan  and  Prednisone  alone  and  in 
combination  '’th  plasma  .jxchange  on  the  rate  O’”'  dtsappe nee  of  circulatory  anti- 
glomerular  b,.;seir.efit  membrane  antibody  and  tie  effect  of  this-  in  modifying  disease 
course. 


Technical  Ajoproaoh;  Patients  are  randomized  based  on  last  SS#  digit  to  receive 
Cytoxan-Pradnisons  vs.  Cytoxan,  Prednisone  +  4  liter  plasma  exchange  three  times 
v/eekly  plasma  exchange  require  the  use  of  the  Blood  Bank  for  plasma  ex.change  use  and 
fresh  frezer.  plasma.  Serum  samples  are  serially  gathered  and  analyzed  for  anti-GBM 
activity  by  Crmtis  Wilson,  MO,  Chief,  Ip'muro-Pathology  ■.  Scripps  Pessarrh 

Clinic,  LaJs  la,  '.’al  ifcrtiia. 

Progress  d:  ring  FY-SO:  Two  patients  have  been  enrolled  in  the  protocol  during 
FY  80.  One  patient  is  now  stable  iwtht  he  nephrotic  syndrome  and  serum  creatinine 
of  2.2  and  is  off  protocol,  having  completed  the  regimen.  The  second  patient  is  cur- 
rently  og  the  orof.ocol ,  is  undernoi no  plasma  exchange,  and  is  stable  with  .a  y.p roJ n i  r. - 
Nunibir"of  svjj^Gts  to  be  studied  before  comoleciog  of  study:  6  Additiona'?  (Total  of  20) 

Secious/unercpected  side  effects  in  subjects  participating  in  project:  One  patient  developed 
riooag  negative  nephritis  which  necessitated  removal  of  the  patient  from  the  protocol 

Ttc  hpf'.fppn  t-Tg  .irn  pljc-n  avrhacigf.  rpni-l  lir!r.T.Prtr.,  hnf  hiS 

Conclusions:  hepatitis  has  completely  resolved. 

Only  tentative  conclusions  can  be  reached  at  this  time.  The  rate  of  di sappearance  of 
anti-GBM  antibody  appears  to  be  similar  between  the  two  oroups,  but  the  numbers  studiorl 
are  too  small  to  reach  definite  conclusions. 

Publications  or  Ab' tracts,  FY--80;  fo'nnson,  J.P.  "The  PTe  of  ’  J/.maphoresi  s  m 

^nt^i-GgM^Med i3tedi^§^dl  IJisaase"  Controversies  in  ifephro i pgy,  1979  ,  Winchester  and 


Work  Uni t  No. :  1121 

Funds  Utilized,  FY~80:  None 


Personnel;  John  P.  Johnson,  MD,  l.TC,  MC,  Departnont  of  Nephrology,  WR,'' 
Jack  Moore,  Jr.,  MD,  MAJ,  MC,  Nephrology  Service,  WRAMC 

Funds .  None 

Equipment:  None 

Funds :  None 

Supplies:  None 

Funds:  None 

Travel :  Presental at  National  Meeti''"? 

Funds:  SbOU.OC 
Other:  Reprint  Expense 

Funds:  $300.00 

lotal  Funds  Requested.  FY-81:  $900.00 


r 


D.ate:  13  October  19S0 

1  Protocol  No:  ^^24 

Istatus:  Interim  ''' 

Title  of  Project;  '  i  .is  ci 

•feet  of  Hyperuricemia  on  Ciironic 

1  I'inal 

Renal  Failure" 

StartingDate:  December 

1977 

Estimated  Completion  Date: 

uncecefrhi  ned  ^  " 

Principal  Investigator: 

Daniel  A. 

Nash,  Jr.,  MD,  LTC,  MC 

Associate  Investigators; 


Facilify:  WRAMC  Nephrology  Service 


None 


Dept/Svc  Department  of  Medicine/ 
! _  Npphrnloov  Service 


Keywords: 


Hyperuricemia,  Chronic  Renal  Failure 


Accumulative  r.'IrJDCASF 
Cost: _ 

FY-SO  MEDC ASiE  Cost: 


Acciunidative  Contract 
Cost; 


Accitmulative  Supply 
Cost; 


Periodic  Re’/ie',v  Results 
(to  be  lalled  in  by  DCI} 


Sti:dy  Objective;  To  doteviuine  it  hyperuricemia  occurring  in  patienfT  wi  un  cnrohic 
renal  failure  Trom  other'  causes  is  a  deleterious  factor  ir;  the  progression  of  trie' 
renal  failure. 


Technical  Aonroa.oh;  Patients  with  prog'rossive  chronic  renal  faHur'e  and  signif 
hyperuricemia  v/ill  be  prospsotivoly  vol lowed  until  they  are  enesreo  into  a  prog 
of  hemodialysis  or  kidney  transplantation.  Such  patients  will  be  randomized  in 
groups  whose  h}  ;e''’uriceinia  is  untreated  or  into  groups  wher'e  the  hyperuricemia 
normalized  with  the  use  of  Allopurinol.  The  course  of  their 
plotted  usi^A  too  rec  ,'procal  of  the  creatinine  to  obtain  e  1 
be  used  fc.  iris. ..a  heb;cc';',  the  two  g-roups. 

Progress  clu'-'iri.g  FY-.'  O:  One  additional  patietit  '.;as  fo'-irc  v/ith  a  cccable  dsgre 
hyperuricemia  and  chronic  renal  failure  to  be  entered  into  the  protocol  ihis 
dual  has  been  followed  prosoectively  for  approximately  eight  months.  The.rehav 
been  a  totaf  of  4  entries  into  this  protocol  observation. _ 
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Number  of  subjecls  to  be  studied  before  compleMon  of  rludy: 


?0 


Sfcrious/une:<pected  side  effects  in  subjects  participatiag  in  project: 


NONE 


Conclusions: 


NONE 


Itfolications 


oLrartc  FY -110: 


flOfif 


Funds  UtiTi zed,  FY-80: 
Fund'ng  Requi remen Ls ,  F 
Personnel :  None 
Equipment:  None 
Suppi ies:  None 
Travel:  $600.00 


Other:  None 


Tifcla  of  Project;  "State  of  Potassium  Balance  in  the  Adult 
Acute  Leukemic  Patient" 


Final  ^ 


Starting  Dale:  ,1une  1978 _  Isstimatecl  Completion  Date:  Project  Discontinued 

Principal  Investigator;  Suzanne  M.  Bergman,  MD,  MAJ,  HC 


Associate  Investigators; 

James  D.  Fitz,  MO,  CFT,  liC 
Donald  E.  Butkus,  MD.  COL,  MC 
Daniel  A.  Nash,  Jr.,  MD,  LTC,  MC 


Facility; 


[Dept/Svc 


VIRAMC  Nephrology  Service, 
WRAIR  Nephrology  Service 

Department  of  Medicine 
Nephrology  Service 


Keywords;  Total  Body  Potassium,  Acute  Leukemia 


Accunaulativo  J.LEDCASE 
Cost: 


Accumulafcu'e  Contract 
oost: 


Accumulative  .Supply 
Cost:  C 


FY-SO  iMEDCASE  Cost: 


Porioclic  Reviev/  P^sults: 
(to  be  filled  in  by  DCI) 


Stuay  Ooj&cnvs;  yj-jo  objective  was  to  determine;  the  Frequency  :f  tota"  i'Ody  potas.  ■ 
depletion  in  patients  with  untreated  leukemia,  and  to  assess  tre  effects  of  therapy 
known  modulators  of  potassium  homeostasis. 


Technic.ai  Approach:  15-20  patients  with  newly  diagnosed  acute  leukemia  would  be 
studied  for  total  body  potassium,  red  cell  potassium,  and  serum  potassium.  This  will 
be  performed  prior  to  and  after  treatment  as  indicated  by  standard  therapeutic  method 


Progress  during  FY-80:  Because  of  loss  of  key  personnel,  project  nad  to  he  discoiv- 
tinned. 


Number  of  sidojects  to  be  shidied  before  compIeMoa  of  study:  t*’"OJgct  disconcinued 
Serious/iuierrpected  side  effects  in  subjects  participating  in  project; 

Conclusions;  fjone 


Publications  or  Abstracts,  FY-80;  None 


Work  Uni t  No. :  #1125 

Funds  Utilized,  .Y-8Q: 


Funding  Requireizcnts ,  FY-81: 

Personnel :  Project  discontinued,  no  fundif-g  requested 

Equipment:  None 

Supplies:  None 

Travel :  None 

Other:  None 


Date 


13  Octobor  1930 


Protocol  No:  1127 


Status:  Interim 


X- 


Title  of  Project:  "Characterization  and  Response  to  Therapy  ^ 
in  Mild  Essential  Hypertension" 


Final 


Startia?  Dais:  O'Jne 


Estimated  Completion  Date:  June  i984~ 


Principal l’T.vesti'5'ator"  D9niel  A.  Nash,  Jr.,  MO,  LTC,  MC 
^  ^  Betty  Watkins,  RN,  CRT,  AMC 


Associate  Investigators: 

Michael  Dugar,  l.aboratory  Techni¬ 
cian 


IFacility:  WRAMC  Nephrology  Service;  Medical 
Outpatient  Clinic;  Nephrology  Laboratory 


joept/Svc  Department  of  Medicine/ 

.  _ Ne^ohmlogy  Service 


KeyV/ords:  Mild  Essential  Hypertension,  Borderline  Hypertension,  Characterization 
and  Follovz-u}: 


A  c  cumulative  LE  D  CAS  S 
Cost: 


Accu.nulativa  Contract 
Cust:  : 


FY-SO  MEDCASE  Cost: 


Accumulative  Supply 
Cost: 


Periodic  .Review  Results: 
(to  bo  filled  in  by  DCI) 


Study  Objective:  To  study  patients  with  brrdarline  hypertension  to  determine  the 
nature  of  tfioir  essential  hypertension  within  trie  constraints  of  standard  office 
techniques.  To  determine  which  ongoing  therapy  has  an  impact  on  the  development 
of  fixed  hyiu^rtens  ion  in  patients  v;itl\  such  labile  hyportens"' 


Technical  Aoirroach;  Patients  with  borderline  hypertension  will  receive  a  complete 
medical  evaluaLion’lo  include  renin  activity.  Blood  pressure  response  to  positional 
changes  and  to  iscmatric  exercise  wil  be  determined.  Patients  will  be  treaced  with 
diet,  sodium  restriction,  and  medications  in  accord  with  standard  practice.  Such 
patients  will  bp  CMlowed  prosnectivelv  f>vr  the  development  of  '‘^’xed  hypertersi on . 


factors  at  t  i 
rate  of  deve ; 


i(-  prel  iminary  pre  tati on  ccmparoil  f-rr 
jmont  of  fixed  1;- nertensio:-. . 


the  f queivy  fnv 


Progress  diuung  Fy-80:  Nineteen  patients  have  been  entered  and  evaluated  and  are 
under  ongoing  follow-up. 


^''Umber  of  .subiects  to  be  studied  before  completion  of  study:  20-40 _ 

Simous/uner-rpected  side  effects  in  subjects  participating  in  project:  NONE 

Conclusions:  Long-term  follow-up  is  required  in  this  study  (5  year  intervals]  tor 
conclusions. 


Publications  or  Abstracts,  FY-SO: 


NONE 


Funds  Utilized,  FY-8Q: 


Funding  Requirements,  FY-81: 
Personnel :  None 
Equi pment:  None 
Suppi i es :  None 
T ravel :  FFOO.OO 
Other-  '•’ 


In  cesponse  to  the  Annual  Report  Re-,  iew  Committee  question  asking  about  th';  cost 
of  adding  more  patients  versus  continuing  with  the  current  group,  the  following  is 
applicable  in  reference  to  Protocol  Work  Unit  #1127.  A  population  demographic  study 
of  only  nineteen  patients  is  mucii  too  small  a  numt:^)' ,  considering  the  variability 
the  questions  being  asked  -  e.g.  incidence  of  morbidity,  benefit  of  weight  reduction, 
etc.  At  this  point,  there  is  no  cost  to  speak  o'  as  all  patients  are  simply  beiiy 
followed  by  the  investigators  as  part  of  the  ongoing  particular  patient  population. 
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Date:  IF  l<^?n 

Protocol  No:  11  ?8 

ISfidais:  Interim  X 

Title  of  Proiact:  "Evaluation 
Stage  Renal  Disease  Patients 
Activity  Recording" 

of  the  Rehabilitation  of  End-  1 - - - 

by  Hemodialysis  and  Kidney  Transplantation  Using 

Data:  duns  1979 

Estimated  Comuletioii  Date; 

June  1982 

Principal  Investigator: 

A.  Hash,  Jr.,  MD,  LTC,  HC 

Associate  lavesfcigators: 

Gregory  Beienky,  MAO,  MC 
Oimmy  Light,  MD,  COL,  MC 


Facility:  WRAMC  Nephrology  and  Organ  Transplsn 
V/RAIR  Neuropsychiatry  Division 


i.  SVC 


Depc/Svc 


I'lRAMC  Department  of  Medicine 
Nephrology  Se rvice _ 


Key  Words:  Rehabi  1  i  tation  with  End-Stage  Renal  Disease;  Hemodialysis  versus  Ki-dney 
Transplantation;  Activity  Monitoring 


Accumulative  r.IEDCASE 
Cost: 


Accumulative  Contract 
Cost: 


FY-SO  MEDCASF.  Cost; 


A  c  c  vjnul  ati ve  Supply 
Cost; 


Periodic  Re’/iew  Res'dts; 
(to  be  iiLle:i  in  by  I;  Cl) 


Study  Objective:  To  nionii;or  the  activity  of  patients  with  end*stage  renal  disease 
to  and  aftsc  beirv!  troiatcd  wi t'n  conventional  heriicdia lysis  or  veceiving  kidney  nrg 
transplantation.  Thereby  determining  if  rehabilitation  by  one  cf  these  ESRD  treai 
modalities  is  clr.vrly  superior  to  the  other. 


I  j  I'  'I  cir 


Technical  Approach;  movement  monitor  (actograph)  will  oe  pla 
develop  evidSTice  or'uremia  as  a  consequence  of  end-stage  renal 
imminant  need  of  hemodialysis  or  kidney  transplantation.  This 
be  compared  to  repeat  determination  of  activity  after  instituti 
or  transplc"  taticn.  The  clifferencos  in  the  activity  with  each 


will  be 
In  this 


CC:;, 
wa '/ . 


1.0  PO'iC 
iles  nl 


inc,  .1 
pa  tier; 


will  also  be  comi: 
.'•oiiabi  1  ’■  tation 


c.-_'ve  i 


pr^ 

Progress  during;  FY-SO;  Four  patients  v/are  entered  and  isad  b?.s 
and  repeat  studies  performed  after  hemodialysis  was  initiated  i 
initial  studies  important  steps  were  taken  to  improve  the  sensi 
nf  ■^ho  runitorlni;  device.  A  new..anc!  improved  monitor 


ced  on  patients  who 
disease  and  are  in 
baseline  activity  w 
on  of  either  hemodi 
therapeutic  modal  it 
lion  tmeat  r;  It ; 
ec  for  com.pa  ■  icon. 

line  activities  reo 
n  each.  From  such 
tivity  and  reoroduc 
as  been  developed . 


i^'l 

alys"'  !■ 


Tin  1 1 1,' 


Number  of  subjects  to  be  studied  before  completion  of  study:  40-60 
Serious/ unexpected  side  effects  in  subjects  participatLog  in  project: 


NONE 


Conclusions:  NOME 


Publicatioru;  'T  Ai’  drau!;;,  FY-OO:  riOME 


Work  Unit  No,:  1 1 28 
Funds  Utilized,  FY-80 
Funding  Requi rsments , 
Personnel :  None 
Equipment:  None 
Supplies :  None 


FY-81 : 


Travel:  $600.00 


Date:  27  August  1930 


Protocol  No:  1129 


Status:  Interim  X 


Ti:l3  oi  Project:  'CC/1=ARIS0N  OF  THE  CARDIOPULMONARY  VARIABLES^ 
OF  PATIENTS  DIALYZED  AGAINST  ACETATE  OR  BICARBONATE  BUFFER" 


Final 


Starting  Doie:  Novsinber  1979 


SstunatacI  Completion  Date:  June  1981 


Principal  Investigator:  Suzanne  M.  Bergman,  MO;  Jack  Moore,  Jr.,  MD 


Associate  Investigators: 

Facility:  Dialysis  Unit,  WRAHC 

Medical,  Cardiac,  Surgical ,  Thoracic  ICU 

Mitchell  iM.  Mutter,  MD 

Barbara  Smicii,  RN 

Dept/Svc  Medicine/Mephrology 

r>.ayWorfls:  Acetate  .Dialysate,  Bicarbonate  Dialysate,  Cardiac  Output,  Peripheral 

_ Resist?!  oca _ ^ _ _ _ _ 


\  -4 V  — -  - 

Accumulative  AIFDC.-YSS 

Accuraulative  Contract: 

Accumulative  Supply 

Cost: 

Cost; 

Cost: 

FY-SO  iTIEDCASE  Cost: 

(to  be  filled  in.  by  DCI) 

.5tudy  Objective:  -jq  detonnine  if  there  is  a  difforc.rica  in  cardiopultionary  function 
when  the  buffer  in  the  ui 'lysate  used  for  hemod cringed  fro;n  scetate  to 
bicarbonate,  and  to  provide  physiologic  data  on  whicn  to  base  a  ■''ational  choice  of 
dialysate  buffers. 


Technical  Approach:  Swan  •Gaiv.  catheters  and  radial  arterial  lines  were  placed  and  j 

used  in  determining  cardiac  outputs  by  thermo  dilution  and  in  monitoring  arterial  •' 

pressure.  Hemodialysis  was  performed  twice;  once  using  the  standard  acetate  dialysate  j 
and  once  using  a  bicarbonate  buffered  dialysate.  Cardiac  output,  heart  rate,  right  atrial 
pressure,  arterial  pressures,  plasma  renin  activity,  catecholamines,  osmolality  and 
blood  gases  \  '  y'c  every  hour.  ! 


Progress  dm- i  1 -30.  .S;x  patiencs  were  fully  stu.lied  or  ,.:e  p.  otoccl  .  One  patient 
died  in  between  the  dialysis  periods  and  did  not  complete  the  study. 


Niimber  of  subjeefs  to  be  studied  beEoro  comoletion  ol:  stadv:  1  j _ 

Serious/unexpected  side  effects  in  subjects  pixrticipal.ijig  in  project; 


I 

I 


None 


Conclusions: 


Publications  Oi  ftO; 


Work  Unit  i\'o.:  1 1 29 

Funds  Utilized.  FY-8Q: 

Fundknq  Requirements,  FY-8T: 

Personnel :  None 

EauiP'-r^ent:  Balloon  flotation  catheters  -  $1,000.00 
Supplies :  $600.00 


Travel:  $600.00 


D33'PCS]T30j'\J 

For  use  ol  this  f  'l'.-n,  scs  A3  340-'l  5;  tha  proponent  agency  Is  TI19  Aiii'ilint  Ggneral's  Offiea. 
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Investigational  Drug  Progress  Report  "  Pai"a  7  AR  40-7 


r°  ^ATTNi^^fiiothJ^M^’loK  HD)  Suzari^Tir  Bergman MD  date  26  August  80 

[  1.  Annual  Progress  Report  on  the  Clinical  Investigation  Program,  Work  Unit  ■?1129, 
i  Comparison  of  the  Cardiopulmonary  Variables  in  Patients  Dialyzed  Against  Acetate  and 
[  Bicarbonate  Buffer.  Investigators:  Suzanne  M.  Bergman,  MD,  MAJ,  MCj  Jack  Moore,  Jr., 
I  MD,  HAJ,  MC; 

I 

1’ 

I  2.  The  hemodialysis  and  hemodynamic  monitoring  are  performed  in  the  Dialysis  Unit  or 
i  the  Medical,  Cardiac,  Thoracic,  or  Surgical  Intensive  Care  Units  located  on  the  fourth 
j  floor  of  the  Walter  Reed  Army  Medical  Center. 

j  3.  Seven  critically  ill  patients  were  entered  on  the  protocol  and  six  survived  to 
I  finish  the  study.  One  patient  expired  during  the  interin-  period  between  dialyses, 

4.  Maintenance  of  arterial  blood  gases  and  acid-base  balances  were  not  different  witit 
either  dialysate.  A  small  improvement  in  cardiac  output  and  vascu'er  resistance  was 
noted  with  the  bicarbonate  containing  dialysate  m  some  patients.  A  statistical  analy¬ 
sis  has  not  y't  i)  yn  made.  Determination-"-  of  plasma  rep’"-  activity  niv*  catechol ,:mi iv' 

i  will  be  done  I  die  end  of  the  study  period  as  .i  group. 

The  preparaL  in  a  bicarbonate  dialysate  is  a  laborious  procedu’v  D'y.lyci;;  wii:h  a 
bicarbonate  containing  dialysate  is  a  safe  procedure  as  'ioug  as  dialysate  pH  is 
checked  every  hour  and  adjusted  as  necessary. 

5.  Additional  ini'ormation  gained  in  conjunction  with  the  hemodynamic  monitoring  are 
changes  in  endogenous  vasoactive  substances  such  as  plasma  renin  and  catecholamines. 
Future  studies  as  an  appendum  to  this  protocol  may  include  the  measurement  of  opioid 
peptides  Cnot  available  one  year  ago)  and  increasing  the  Na'*’  concentration  of  the 
dialysate  (decreasing  osmotic  water  shifts). 

6.  There  have  b-3cn  no  significani  observations  using  a  bicarbonate  d-ialysate 

,  r"') 

'!■  :r,  y  I 


SUZANNE  M.  BERGMAN,  HD 
?1AJ,  MC 

Asst.  Chief,  Nephrology  .Cervice 
Walter  Reed  Army  Medical  Center 
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Date:  11  August  lytiO 


I  Protocol  Mo:  1130 


[status:  Interim  X 


Title  of  Project:  THE  ROLE  OF  HYPERURICOSURIA  IN  THE 
NEPHROTOXICITY  OF  RADIOCONTRAST  AGENTS 


Final 


Starting  Dote:  8  Apri  i  liiOCT 


lEstlmated  Conipletiou  Date:  July  1932 


Principal  Investigator:  Jack  Moore,  Jr.,  MD,  MAJ,  MC,  Staff,  Nephrology  Service 


Associate  Investigators: 

Daniel  A.  Nash  ,  Jr . ,  MO, .LTC  (P), 
Chief,  Nephrology  Service 
Anthony  Henry,  MD,  CPT,  MC,  Fellow 
James  Hasba'^geti,  HD,  CRT,  MC,  Fellow 


Facility:  j^ggjj  /\rmy  Medical  Center 


^  Department  of  Medicine 

Dept/bvc  Nephrology  Service 


Keywords:  fj^pLinoTOXICITY ,  RADIOCONTRAST  AGENTS,  URIC  ACID 


Accunxulative  ALLDCASF 

1  Accumulative 

Contract 

Accuraulative  Supiply 

Cost:  0 

1  Cost:  0 

Co-t:  0 

_  _  1 

FY-80  AIEDCASE  Cost: 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

■Study  Objective:  jq  determine  if  the  incidence  of,  cr  severity  of,  radiocontrast- 
induced  acute  renal  failure  (ARF)  can  be  attenuated  by  pre-contrast  exposure 
therapy  with  isotonic  s olutions ,  and  if  so,  does  bicarbonate  solution  add  to  the 
att:nuationof  ART  by  increasing  tho  solubility  rf  ur>c  acid  in  the  lirifie. 


Technical  Approach:  All  patients  accepted  for  the  study  must  meet  "high  risk"  for 
contrast  requirements.  They  are  then  sequentially  randomized  to  one  of  three  arms: 
1.)  Dextrose  infusion,  2.)  Normal  saline  infusion,  or  3.)  Isotonic  bicarbonate  infu¬ 
sion,  followed  b’-  oral  carbonic  anhydrase  inhibitors,  .Sequential  blood  renal  fi/nct-, 
te..  as  and  urines  Tor  creatinine  and  uric  acid  are  collected-. 


j 

Progress  during  FY-80:  i 

So  far  (11  August  1980)  4  patients  have  been  studied.  No  conclusions  can  be  j 

reached  as  yet. 

Number  ot  subjects  to  he  ■■^.bulled  before  comnletion  of  .ntudv:  _ _ _  i 

Serious/une.'vpected  side  effects  in  subjects  p.articipi  "ing  in  project:  ] 


Conclusions:  j.jq  conclusions  can  be  reached  as  yet.  This  protocol  has  only  been 
operative  since  8  April  1930. 

P.il:lications  or  Ab.str.acts,  FY-SO:  None 


..o  .j_  ij_3o 

runes  bcilized.'  F-V->.n:  q 
Fi’nding  Requirer^ent^,  FY-83.: 

■  Personnel :  Jack  Moore,  Jr,,  MD,  MAJ,  MC,  Principal  Investigator 

Daniel  A.  Nash,  Jr,,  MD,  LXC  (?) ,  MC,  Chief;,  Nephrolcg: 
Anthony  Henry,  KD,  CPI,  MC 
Janas  Hashargen,  MD,  CPT,  MC 


Funds;  0 


Equipment ;  Noao 


Funds:  0 
Supplies :  Jonc 
Funds:  0 

Travel ;  F'v  pLCcantation  at.  Mat.ional  ;i.eetiu.„  ■ 
Funds;  $600.00 
Other:  Reprint  Costs 
Funds:  $300.00 

Total  Funds  Requested,  FY-81;  $900.00 


Service 


Date:  13  October  1930 


Title  of  Project: 


I  Protocol  No:  1131 _ 

"Hematuria  During  Anticoagulation  Therapy 
With  Coumadin" 


Status; 


Interim  y 
Final 


Startiag  Date:  November  1979 


[Estimated  Gomoletion  Date: 


Principal  Investigator:  Daniel  A.  Mash,  Jr.,  MD,  LTC,  MC 


Associate  Investigators ; 

James  Hasbargen,  MD,  CRT,  MC 
Anthony  Henry,  MD,  CRT,  MC 
Brian  Copley,  MD,  MAJ,  MC 


Facility,  fjgphrology  Service,  Laboratory  arm 
Clinic  Area  _ _ _ 

Department  of  Medicine/ 

I  P  -  -  Hephroloov  Service _ 


Keywords;  Coumadin  'herapy,  Heniaturia,  Urine  Urokinaec  Act"  'ity 


Accumulativa  TIEDGASE 
Cost;  _ 


Accumulative  Contract 
Cost: _ 


Accumulative  Supply 
Cost:  125. 85 


FY-SO  iJFDCASE  Cost; 


Periodic  Pieview  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective;  To  determine  the  incidence  of  microscopic  hemE'-jria  in  patients 
receiving  standard  Coumadin  therapy.  To  determine  the  etiology  o"  hematuria  when  it 
occurs  in  such  patients.  To  determine  if  urine  urokinase  is  aonormal  in  such  patients 
with  hciii., ..uria. 


■  Taclmical  Approach:  Patients  receiving  Coumadin  for  standard  indications  snd  standard 
dosages  will  be  screed  for  the  presence  of  micr  'scopic  hei.isturia.  These  determined  t’ 
have  hematuria  on  repeat  examination  and  in  the  absence  of  Coumadii'.  ever  anticoagulat'. l; 
will  be  furtiier  evaluated.  This  evaluation  will  include  urological  nd  hematological 
evaluation  for  ca..£es  of  'k..  eturia  Further,  u>'ine  urokinase  v/i  1 1  .jc-  det.erm- ue 

to  see  if  this  urine  anticoagulant  factor  is  at  ormal  in  sucli  patio-  s. 


Progress  during  FY-30:  84  patients  have  been  screened  for  microscopic,  'nemetuvi a . 

Four  patients  found  to  have  microscopic  hematuria  underwent  urological  and  heiiatological 
evaluations.  Urines  have  been  stored  for  urine  urokinase  activity.  The  urine  urokinase 

a ssav  is  under  development. _ _ _ 

Number  of  subjects  to  be  stsiclied  before  completion  of  studv:  1-200  more  patients _ 

Serious/une.Kpected  side  effects  Ln  subjects  participating  in  project: 


Conclusions: 


NONE 


Publications  or  Abistracts,  FY-SO;  NOME 

In  response  to  the  Annual  Report  Review  Committee  question  asKing  about  1.1::'  rost 
of  adding  more  paf  -.nts  versus  continuing  at  the  urcsent  group  ’s.ei..  the  following 
is  applicable  in  referen.-.e  to  Protocol  Work  Unit  ••-1131.  iio  more  patiew.s  are  Loing 
added  tot  ie  study  until  those  currently  entered  complete  their  e'  'T',v,-.  on  (uri:-;c' 
urokinase)  and  the  data  are  analyzed.  Depending  on  the  results  cf  these  data,  addi¬ 
tional  patients  ray  at  that  time  be  considered  in  the  interest  of  attaining  statisti- 
ca 1  significance. 


Fiinds  Utilized,  FY  -SO: 
Funding  Requireinents ,  FY-81.- 


D;\to:  5  S‘ODter''ba-‘  1950 


Protocol  No;  1215 


IStaLus:  '' r!-or  ^  r i 


Fj  nal 


Utle  of  Project:  Double  Blind  Fvaluation  of  loc-essor 

Vsnsus  Placebo  in  the  Tr  jatrrent  of  Ancinc  -fctoris 


Srai-tinn- Dnia;  2  May  1980  _ ISstimat&d  Comoletion  D.-ite :  June  1981 


Pi’incipal  Ir-'-estigator:  Patrick  K.C.  Chun,  M.D.,  MAJ  ,  NIC 


Fuciiity; 

V/alter  Reed  Army  Medical  Center 


Associate  Ir.v-eci gators 

Fayaz  Snawl,  M.D. , 

CPT,  MC 

b  Clarion  Johnson,  M 

.0.  ,  CF'i  ,  ••C 

^  J amos  E .  Da\  ■  a ,  . 

D.,  COL,  MC 

irdioloqy 


iim: 'Jr, ve  r.U- D C ASii 
..  0 


FY-SO  :,I£DCASE  Cost: 


Accvir-.ulat.  ■.'o  Contract 
Cost:  C _ 


A  c  c  '.uniil  ati  \'e  Slip  pi  \  ■ 
Cost:  0 


Periodic  Poriew  P.c£idts:_ 
(to  be  filled  in  by  DCI) 


Saic:y  OlDjective:  document  beneficial  effects  o*  a  selective  Bets  Blocking 

Drug  Lopressor  for  angina  in  16  patients. 


■  Tcchrdcrd,  Approach:  16  patients  enrolled  in  study,  '!  rea'fed  in  .double  bl 

fashion  et  increasing  dcses  and  fol  lov/ed  wi  ■'  '.istory  and  Dh/sicals  and 
traded  exercise  readmi  I  I  s . 


cgreoS  y  Y’-bM:  5  to  |6  patients  have  already  comple+ed  ,.Ajd', 

Study  is  orccressinc  well  without  corp  I  :  cat  ■  ons .  We  are  at  the  same 
as  the  other  centers  participating. 


arc  com 

Ol  . 

1 

.;uv:  i 

us/T-r.e.'rccotc-d  s'ide  c-rfects  in  sab 


ill  prc)JcJCU^  Non€ 


Concl'a.sicrs:  Study  proceeding  on  schedule  with  beneficial  effaces  of 

I  coressor  demon 'a^eri . 

Piibij.  .idors  cr  Ab.-tr/icts,  FY-SO:  ^^one 


iLJ  j  ^  i  a  'j  4^’  Li-ti  u-  :n  ^ni 

Pop  w»»  of  tWl*  form*  AR  340'l5«  tS#  propontnt  ag«o<y  t»  TACCSN* 
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Protocol 


>^011:11031  InvesCigation  Svc  from  Kenneth  D.  Burman,  MD  2  Sep  80  ’ 

K.D„  Burman/ej /6 ] 43 6 

1.  Please  allow  protocols  vi*1308,  1329,1331,1359,1366,1372,  and  3.389  to  tenriinate, 

2,  Please  keep  the  follox^ing  protocols  active  for  tv/o  (2)  tiora  years  as 
explained  below: 

1311  -  We  require  the  use  of  tViis  protocol  because  if  a  patient  does 
enter  the  hospital  in  thyroid  storm  this  protoco'  could  he  life  saving,, 

1334  -  !'.’c  Jiave  made  great  progress  on  this  protocol  but  would  like 

it  to  lay  cctivc  so  that  wc  could  isolafo.  and  purify  the  enzyme  responsihle 
for  T4  to  T3  conversion. 

1346  --  We  have  developed  new  assays  especially  by  bl'LC  for  the  niea.sutr;- 

ment  of  thyronenes  and  would  like  this  p/.utocol  to  stay  active  so  ):I'jat  v;e 
could  '• 'asuro  those  thyronenes  in  cord  *  ■itr.'.otir:  fluid. 

1347  -  Wc  have  not  yet  finished,  this  protocol  and  would  like  to  have  it:' 

time  period  extCT.dcd  so  that:  we  cc>''ld  oir:  '.t-.iien  rivesf:igal.:!.ng 

extratf /ioid  deiodenation. 

1353  -  Vte  would  like  to  finish  this  p’.oject  ’  -  :'olt-.t:ing  a^'id  cliaractur- 
izing  t:ue  T3  receptor. 

1360  -  Dr.  Sir.allridge  and  I  have  sent  one  paper  to  be  pubiishe:!  couiparin 
T2  production  rates  and  would  like  Co  have  this  protocol  open  so  that  If  th 
referres  need  core  studies  x>7e  could  perform  them. 

1390  -  We  would  like  to  measure  thyronensj  by  FPLC. 

1391  -  Id  libe  i.t,-  continue  to  .  ar.uro  rcc:'.;  latFc  act.i'vity  ’i  i, 

varioi.  ■  c.  mditions. 

1388  -  We  arc  still  In  the  process  of  developing  a  thyronine  assay. 


KE^ETH  D.  BURMAN,  >U) 

LTC,  MC 

Assistant  30ui-ef-,,_,£r^ocr ine-Matabolic  .Svc 
and  Kyle  Metabolic^utrirS — 


Protocol  No;  130  8 


Titla  of  Project: 


;  Interim 


X  Final 


Inderal  Kinetics  in  Hyperthyroidism 


StartLnz  Dnfe:  3-29- 


iJstimaied  Completion  Date;  8-80 


Principal  Investigator:  KENNETH  D.  BURMAN,  MD,  ETC,  MC 


Associaie  Investigators: 


Leonard  tv  a  r  t  o  £  s  k  y  ,  MO,  COL,  M  C 


Facility: 


WRAMC 


Dept/SvC  Medicine 


Accumulative  rJFDC^VSS 
Cost;  0 


Accumulative  Contract 
Cost:  0 


A.cciimu]3.t).7e  Supply 
Cost;  3  00 


Study  Objecti.ve. 


To  determine  Inderal  levels  in  patients  vith 
thyrotoxicosis. 


Tecbnical  Approach: 


•■Serum  Inderal  is  measured  by  ultraviolet  absorption 


Progress  during  FY-80: 

None 


Number  of  subiects  to  be  studied  before  completion  of  study:  _ 


Serious/imerqjected  side  effects  in  subjects  participating  in  project:  None 


Conclusions;  Inderal  levels  do  not  correlate  with  T4  levels 


Publications  or  Ali;;tracts,  FY-SO;  Non< 


/ 


Work  Unit  No.:  1310 


Title  of  Project:  TRH  in  Patients  with  Hypothalamic  Pituitary  Thyroid  Disease 
Invest!, gators: 


Principal:  Lecnarr'  Wartofsky,  COL,  MC 

Associates:  K.  D.  Burman,  LTC,  MC,  R.C.  Dimond,  LTC,  MC,  M.  ocliaof,  M.D, 

Objectives:  To  assess  the  response  to  synthetic  TRH  (Thyrotropin  releasing  hormone) 
in  various  suspected  endocrine  disorders. 

Technical  Approach:  Patients  are  studied  on  the  metabolic  ward.  Blood  samples  are 

drawn  for  measurement  of  thyrotrcpin,  prolactin,  and  other  hormone', 
before  and  a^ter  this  bolus  injection  or  infusion  of  100-500  me;, 
of  synthetic  TRH.  Until  Dec  1976,  the  latter  agent  was  an  in  nsri- 
eational  drug  but  has  d  ’ce  beer  released  ior  '■'inical  use, 

css  3c  Results:  Approximately  610  such  studies  have  been  completed  in  approx; .'oatel 
405  subjects.  Although  some  data  continues  to  accumulate  with 
time  and  is  yet  to  be  analyzed,  much  already  has  appeared  in  the 
publications  listed  below.  It  is  anticipated  that  additional  studies 
on  elucidation  of  abnormalities  of  the  hypothalamic-pituiiary- thyroid 
axis  employing  TRH  as  a  probe  will  continue  to  be  highly  productive. 

Conclusions:  TRH  has  been  found  to  be  a  liseful  agent  for  the  assessment  of  disorders 

of  the  hypo  thalamic-pituitary- thyroid  axis,  with  minima)  or  negligible  side 
effects  or  problems  associated  with  its  .se;  and  has  also  proved  to  L.  a 
valuable  research  tool. 


Funds  Utilized  FY-80 

1100  Personnel 

Funds  Requested  FY-81 
1100  Personnel 

2000 

2100 

Travel 

26 

Cons.  Supplir  .', 

3000 

2319 

Rental 

21C., 

Travel 

600 

2400 

Print  fr  Repro. 

2400 

Print  <5c  Repro, 

400 

2572 

Contractual  Sves  - 

2572 

Conlractual  Sver. 

800 

2600 

Cons.  Supplies  3700 

Total 

6800 

3100  Non-Exp.  Equip. 

Total  3~00 

Publications:  (1)  Noel,G.,  R.C.  Dimond,  L.  Wartofsky,  O.M,  Earll,  and  A.G.  Frantz. 

Continuous  Infusion  of  TRH  in  Man.  0.  Clin,  Endocrinol.  38:6-17,  197^. 

(2)  Wartofsky,  L.,  R.C.  Dimond,  G.L.  .Noel,  R..A.  Adler,  A.G.  Frantz,  and 
J..M.  Ear!!,  Effect  of  Water  Loading  on  TSH  and  PRL  Resoonses  to 
TRH.  0.  Clin.  Endocrinol.  &  Metab.,  ^1:784-737,  1975. 


(3)  Wartofsky,  L.,  et  al.,  Failure  of  Propranolol  to  alter  TSH  and  PRL 
Resfxinses  lo  TRh!  in  Thyt  otixerns  7,  Clin.  Enhuc'-inol.  V'lcub.,  4i' 
490,  1975. 


(•'0 


(5) 

(6) 

(7) 


(8) 


■JlO) 


(12) 


(13) 

(K) 


(15) 


Wartofsky,  L.,  et  al,  Estimates  of  Pituitary  Stores  of  TSU  and  PRL 
in  Normal  and  Mypothyroid  Subjects  by  Use  of  Continuous  TRri  Infusion, 
Advances  in  Thyroid  Research,  Excerpta  Medica,  pp.  26S-271,  1976. 

Wartofsky,  L.,  et  .W,  Effect  of  Acute  Increases  in  Serum  T3  on  TSH 
and  PRL  Responses  to  TRH,  J  Clin  Endocrinol  &  Metab,  42:451-466, 
1976. 

Wartofsky,  L.,  et  al,  Nature  of  Thyroidal  Suppression  and  TSH  and 
PRL  Responses  to  TRH  during  Experimental  Malaria  in  Man,  3  Clin 
Endocrinol  &  Metab,  44:S5'90,  1977. 

Burman,  K.D.,  R.C.  Dimcnd,  F.O.  Wright,  3.M,  Earll,  3.  Bruton,  and 
L.  Wartofsky,  A  Radioimmunoassay  for  3,3’5'-Triiodothyronine  (Reverse 
T3):  Assessment  of  Thyroid  Gland  Content,  Serum  Measurements  in 
Conditions  of  Normal  and  Altered  Thyroidal  Economy,  and  Serum  Con¬ 
centrations  following  Administration  of  TRH  and  TSH,  3  Clin  Endocrinol 
k  M_cC£^  44:660  -672,  1977. 

Corrigan,  D.F.,  K.O.  Burman,  R.C.  Dimond,  M.  Schaaf ,  3.M.  Earll, 

3.E.  (fogers,  F.D.  Wright,  <aitd  L.  Wartofslt)',  Parameters  of  Thyroid 
Function  in  Patients  with  Active  Acromegaly,  Metabolism  27:209-216, 
1978. 


Burman,  K.D.,  R.C.  Dimond,  Y-Y  Ojuh,  3.  Bruton,  T,B.  Washburn, 
F.n.  'Vright,  and  L.  Waro.f  jky,  F  31  'enf  ?,  V..T2  Fer'inistrat' '■  to 
Alter  TSM  and  Prolactin  RosiXinscs  ■•'i  TRii  SuiuuiaAor.,  Metabclisrn 
?7;6y/-683,  1978. 


Burman,  K.D.,  R.CL  Smaiirtdge,  R.  Osburne,  R.C.  Dimond,  N.E.  Whorton, 
P.  Keslrr,  and  L.  Wartofsky,  Nature  of  Suppressed  TSH  Secretion  During 
Urider  i.'t.cition;  Effect  of  i'astingon  r'^H  Responses  to  Frolcnged  TRH 
Inf lision,  Metabolism  29:46-52,  1980. 


Smaliridge,  R.C,,  L.  War toi sky,  and  R.C.  Dimond,  Inappropriate  Secretion 
of  TSH;  Discordance  Between  the  Suppressive  Effects  of  Corticosteroids 
and  Thyroid  Hormone,  3  Clin  Endocrinol  Metab  4S:7?Ci-7G5,  1979. 


Corri.Kao,  D.F,,  K.D.  Burm  in,  R.C.  Dimond.  M.  Schaaf,  3.'-'.  E?r 
S-./ors,  Vrighg  \nd  L.  W  ^  ,  ■arc-mm.c'S  C  ,' 

fhjncT.ion  if!  fti.iaa  es  witii  '\ctive  .‘V  'ornegcj’y.  Metabolism  27:23 
■978. 


Burman  et  al:  Failure  of  3,3'-T2  to  Alter  Prolactin  k.  TSH  Responses 
to  TRH  Stimulation,  Metabolism  27:677  -683,  ,'978. 

Boehm,  T.M.,  R.C.  Dimond,  and  L.  Wartofsky,  Isolated  Thyrotropin 
Deficiency  with  TRH-induced  TSH  Secretion  and  Thyroidal  Release, 

3  Clin  Endocrinol  Metab  43:1041-1045,  1976. 

Burman,  K.D.,  R.C.  Dimond,  G.S.  Noel,  3.M.  Earll,  A.G.  Frantz,  and 
L.  Wnrto's'fcy,  Klinefelter’s  Syndrome;  Examination  of  Thyro:  '  -uncFori, 
and  the  VSH  and  f’R.L  Responses  to  TRH  Prior  To  and  '.fier  Testosterone 
Administration,  3  Clin  Endocrinol  Metab  4 1:1  i6i-i  166,  i976. 


(16)  Burman,  K.D.,  R.C.  Dimond,  F.D.  Wright,  J.VI.  Earll,  j.  druton,  and 

L.  Wartofsky,  A  Radioimmunoassay  for  3,3',5'-Triiodo'd  .yronine  (Reverse 
T3):  Assessment  of  Thyroid  Gland  Content,  Serum  Measuremenf^  in 
.onditions  of  Normal  and  Altered  Thyroidal  Economy,  and  Serum 
Concentrations  following  Administration  of  TRH  and  TSH,  3  Clin 
Endocrinol  Metab  44:660-6/2,  1977. 


Type  of  Report;  Interim 

Estimated  Date  of  Completion:  Two  Y ears 
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•  £^'c’£NCe  OP  OfPiCS  SY*-^^ 


HSWP-ME 


[Renewal  o£  ProtocoU  Previoi-isly  Funded  for  Three  Years 


'^C,  Dep  Clin  Invest 


FROMc^  Endo-Metab  Svc 


2S  Jan  Si 

Wartofsky/bak/6-1416 


1.  The  attached  progress  reports  are  submitted  as  addenda  to  maintain  and  renew  protocols  j 

-1310  and  //13^#0  for  an  additional  2-3  years.  I 

2.  Protocol  //1 340  has  been  inactive  since  1979  due  to  the  departure  o£  the  former  principal  1 

investigator,  Dr.  Charles  Smith.  These  data  have  been  reviewed  and  have  considerable  promise  for 
publication  but  additional  patients  will  be  required.  No  modification  to  the  prior  protocol  is|: 
anticipated.  'i 

ft 

f 

3.  Protocol  /ri310  is  tiie  umbrella  protocol  for  the  authorised  investigative  use  of  TRH  in  h. 

variety  of  circumstances.  Since  it  is  anticipated  that  evaluation  of  the  pituitary-thyroid  axis  will'] 
continue  to  be  a  relevant  and  important  aspect  of  numerous  related  endocrine  cli'^ical  studies.  ^ 
'cnewal  is  requested  in  order  to  facilitate  such  evaluation.  It  should  be  noted  that  th;s  has  been  a  ; 
highly  productive  proic  ol  with  16  publications  li.sted  which  involved  TRH  ctudjes.  R-elative  to  the  ; 
-nnual  budget,  thin  represerits  -.m  unparalleled  cost/efficiency  ratio.  j’ 


,  L 


L.  WARTOPSKY,  M.D.  / 

COL,  MC 

Chief,  Endocrine-Metabolic  Service 
and  Kyle  Metabolic  Unit 


:)A/-ro249^ 


►’L  Acts  00  rCFlM  3.>,  ViHK  i3  OU'^OLCTfl. 


TTTT 


Date: 


Protocol  No: 


.'■■tatiis;  Interim  x 


Title  of  Project: 

Treatment  of  thyroid  storm  with  anion  Exchange  Resin 


Final 


Startiu:?  Date:  3-29-74 


Sstiniated  Complel ion  Date-: 


Principal  Investigator:  KENNETH  D.  burman,  md,  ltc,  MC 


Associate  Investigators: 

LEONARD  WARTOFSXY,  MD,  LTC,  MC 


Facilitj': 


WRAMC 


Dept/Svc  Med/Endo 


Keywords:  Resin/ thyroid  storm. 


Acciimrlative  J.IEDCASF. 
Cor-i;  0 


Accumulative  Contract 
Jor.t:  0 


Accif.  lativs  Supply 
Cost;  0 


FY-SO  MEDCASE  Cost; 


Periodic  Review  Resultf 
^0  be  filled  in  by  DCi; 


Study  Objective:  Xo  have  available  a  treatment  for  thyroid  storm 

when  needed . 


Technical  Approach: 

Anion  exchange  resin  removes  circulating  thyronines. 


Progress  duinng  FY-SO: 

nc  patient  has  entered  hospital 


Number  of  subjects  to  be  studied  befovo  comuletion  of  stiidv: _ 1  -  3 

Serious/unexpected  side  effects  in  subjects  participating  in  project; 

Non  e 


ConclUoion^ .  None  yet 


Publications  or  Abstracts,  FY-SO: 


f 


-'3 


Work  Unit  No. :  1311 

Funds  utilized,  FY-80;  $23,182 
Funding  requirements,  FY-81: 
Supplies;  $2,000 
$^•.00 


Other: 


Progress  during  F'i'-30;  Have  not  isolated  it  yet 

Number  of  subjects  to  he  studied  before  comnletion  of  study; _ 

SeriousAuiexpected  side  effects  in  subjects  pjirticipating  in  project; 

Conclusions; 


Pub] i cations  or  Abstracts,  Fir-SO: 


None 


Work  Unit  No:  1334 

Funds  utilized,  FY-80:  $4,235 

Funding  requirements,  FY-Sl; 

Supplies:  $5, 000 

2,000 


Other: 


IT 


1 


.3  i  .i  : 

>  j  » ?  c  •  •>»  * 


.  i.\ 


>  op. n  ^ 

i 


HS'.VP-ME 


Renewal  of  Prucocoli  Previously  Funded  for  Three  Years 


TC 


C,  Dep  Clin  Invest 


En<lo-\l-:no  Svc 


28  Jan  31  '  ‘ 

'.V ar  :o[  sky  /bak/6 -  J  4 '  S- 


1  1.  The  attached  progress  reports  are  submiTted  as  addenda  to  maintain  and  renew  protocols  ■ 
■//•‘13I0  and  for  an  additional  2-J  years.  ■ 

■  « 
'2.  Protocol  //l3'+0  has  been  inactive  since  1979  due  to  the  de-jjarture  of  the  f  armer  ;trincipal  , 
'■  invest' gator,  Dr.  Charles  .Smith.  These  data  have  been  reviewed  and  have  considerable  promi.se  for  ^ 
.publication  but  .:..!itiona!  patients  will  be  required.  No  modiCcation  to  the  prior  protocol  is' 
anticipated. 

3.  F.  _..col  ;>‘13iQ  is  th.^  umb'cCa  protocol  fv'  the  authorized  investigative  use  of  TRhl  o' 
j  vari?:;  .  ,  circumstances.  Since  it  is  .^ntici, ..tc.  .nat  evaluation  cl  '.liC  pi tuitary- th) i  !  axis  ' 
:Cont:n','c  ‘.o  be  a  relevant  and  ir-portant  aspect  of  numerous  related  er'idocrine  clinic  li  stud;-.:./ 
menewal  is  rsque.stcd  in  order  to  facilitate  such  evaluation.  It  shoe;"'  'oc  noted  that  this  l;as  bci-.i  . 

■  highly  productive  protocol  with  16  publications  listed  whic.'i  involved  TRK  .studios.  Relative  to  the 
'  annual  budget,  this  represents  an  unparalleled  cost/efficiency  ratio.  j 

:  ()  I 

L. 'oyARTOFS^'Y,  .Vl.D.  / 

’  COL,  V.C  1 

'■  Chief,  Endocrine-Metabolic  Servir.  ,  ■ 

!  ond  F /!e  Metabolic  Uriit 


1 


i 


Work  Unit  i\o.;  1340 


V .  ot  Fl'oorescsri c  Thyroid  Sccmr;..'.^  to  ovaiijace  lodioe  Kinetics  during 
Propylthiouracil  Therapy  of  Graves'  Disease 


Principal  Investigator;  Leonard  Wartofs'Ky,  COL,  MC 

Associate  Investigators;  Kenneth  D.  Borman,  LTC,  MC 

Douglas  Van  Nostraind,  MAJ,  MC 

Objective:  To  utili/.e  the  fluorescent  thyroid  scanner  to  quantitate  and  follow  alterations 
in  thyroidal  iodine  content  during  antithyroid  therapy  of  Grazes'  disease. 


Technical  Approach;  20-24  patients  v/ith  Graves'  disease  are  to  be  studied. 

The  ioliowing  tests  will  be  performed  weekly  throughout  tine  study: 
serum  thyroxine  (T4),  serum  triiodothyronine  (T3),  resin j'^l^take 
of  triiodothyronine  (T3RU),  serum  iodine  (I^),  thyroidal  ~^  \  (L) 
by  fluorescent  scan.  !n  addition,  two  24  hour  urines  per  week  'will 
be  coliv'ctsd  and  24  hour  iodide  excretion  (1  )  determined.  At  The 
end  of  each  study  period  a  perchloi'ate  discharge  test  (Ci^)  w;l! 
be  pc(Tornied. 


Basa!  detertninntions  of  entry  imo  siudv;  h  T3;  TdR.U-.  i  ,  i  .  1  j 
Ci.^, 

Study  period  (:  Propylthiouracil  !  ‘^0  mg/c.ay  weekly:  T4,  T3RU, 
‘s> 

Study  period  ends  when  weekly  studies  .are  stable;  Ci2  at  end  of 
study  period. 

Study  Period  ri:  Propylthiouracil  450  mg/day. 

Study  period  ends  when  weekly  studies  are  stable;  CI2  end  of 
study  period. 

St'.'iy  i'erioc!;:i-  Propy!  nicuruui.  1200  ug,  cay. 

Study  period  ends  when  weekly  studies  are  stable;  CI2  a.'-  '?nd  of 
study  period. 


Study  Period  (V;  l.dentical  to  S-.u.i/ 

tid. 


except  5  droot  .^SI-' 


Study  ends  at  one  week. 


Progress  2:  Results: 


14  patTents  liuve  been  studied  1.0  date  ar;d  the  data  is  presently 
being  re-evaluated.  Art-empts  are  being  marie  to  resujne  these 
stii.u.jin  lOSI  d  ter  .1  lucse  i't  wry  nro  uq.C;  1  ,,y  the  etpartur- 
of  til.;  Lurmer  p;iiicip.il  inves tigulo’". 


n 


Conclusions;  None  as  yet 


Side  Effects/Com  plications;  There  were  absolutely  no  unexpected  side  effects  or  increased 
incidence  of  side  effects  related  to  any  of  the  therapeutic  manipulations  detailed  in 
the  study  protocol  in  any  patients  studied  to  date. 

Funds  Utilized  FY-80:  None  Funds  Requested  FY-81 


1100 

Personnel 

2000 

2100 

Travel 

600 

2319 

Rental 

200 

2400 

Print  &  Reprod 

300 

2572 

Contract  Svcs. 

600 

2600 

Cons.  Supplies 

1500 

3100 

Non-Expend  Equip 

. 

Total 

5200 

Publications;  0  Thrall  j  Corcoraii  P  -Vartofsky  L,  et  a':  Quantitative  Thyroid  Fluorescent 
Scannin.  J'ochn'-,  ^  dir,-  ■  '  encc,  Amer.  3,  Roent;;“riol 

13C.517--:)22,  1978. 

(2)  Tf  'I  3,  Burman  KD,  Wartoisky  L,  et  al;  Solitary  Autonorncus  Thyroid 
Nodules;  Comparison  of  Fluorescent  and  Pertechnetate  Imaging,  J, 


Date: _ 

'fitle  of  l^ojact: 


IVotocol  No: 


1  3A6 


Thvroid  fcnctio:'.  tests  ii\  Cord  Blood  Maternal  Serum  Fluid 


Strxtinr  Dale :  9-30-75 

(Estimated  Completion  Date ;  8-82 

Principal  Investigator: 

KENNETH  D.  BURMAN,  MD, 

LTC,  MC 

Associate  Investigators: 

■H 

Facility; 

y 

WRAMC 

LLUNAKU  WAKiOtSK.Y,  MO,  COL.  MC 
ROBERT  C.  SMALLRl£)CE,f,TC,Mfi 

i<Suis,ka:{Caro,  maj,  mc 

Dept/Sve 

Endocrine 

Key'i-ords.  blood/Mater nal  Serum 

Fluid 

AccumulaiiYe  i.ISDCASF 
Cost:  0 

Accumulative  Contract 
Cost;  0 

Accumulative  Supply 
Cost:  0 

FY-SO  jMEDCASF  Cost; 

Periodic  Reviev/  Pi.esu]ts: 

(to  be  filled  in  by  DCI) 

•‘Study  Objerdive: 

To  in  car  are  i  evol 
ran  i:  or  nal  L' 1  uid  , 

of 

r  h  y  ■  o  n  i  T  • . 

a  j.  1.  rd  blood  and 

‘Technical  ..priiach.; 

Devolo 

radio  iramunoas 

says  for 

V  a  r  j.  0  u  s  i:  h  y  r  o  n  j.  n  e  s 

'  Progress  ■  -'itir  I'Y-SO; 

F  ,  1. 0  ; 

:vo!  -.jod  K 

.  i.  A  f  0 

'  ;  it* 

Number  of  subiects  to  be  studied  before  completion  of  study 

:  10-15 

Serious/unoxpected  side  effects  iii  subjects  paxticipatmg  in  project; 

None 

Conclusions,  xhere  is  deminished  extra  thyroidal  conversion  in  newborn 
babies  . 

Publications  or  Abstracts,  FY-SO; 


Paii.^aro,  L.,  Uurman,  KD  ,  War  tot  sky. 


L  !■  (: 


]  9  ti  C 


Work  Unit  No:  1346 
Funds  utilized,  FY-30:  $20,000 
Funding  requirement,  FY-81: 
Supplies:  85.  000 


Date: 

IPr-otocol  No:  ^34  7  Status:  Interim  X 

Tide  of  Project: 

I  rino! 

Investigations  into 

the  physiology  of  RT3  and  3,3'T2 

Starting  Data;  4  -  S  -  7  6 

E  stimated  Completion  D  ate :  8-82 

Principal  Investigator: 

KENNETH  D'.  BURMAN,  MD ,  LTC ,  MC  - 

— - p. 

Associate  Investigators: 

LEONARD  WARTOFSKY,  MD.COL,  MC 


Key  V/ords: 


Facility: 


WRAMC 


Dept/Svc£^do 


Reverse  T3 


Accumulative  r.E D  C.-VS  G 
Cost: 


Accumulative  Contract 
Cost: 


Accumulative  , Supply 
Cost: 


FY-SO  I/IEDCASS  Cost; 


Periodic  Reriew  Results 
{to  be  filletl  in  by  DCI.) 


Study  Objective;  , 

To  ii ?.  c  e  r  t;  a  j.  n  the  Factors  that  later  e >:  t  r  a  t  h y  r  o  1  d  a  1 


conversion 


Technical  Approach:  ,  ,  ^ .  ,  '  .  . 

Develop  specific  radioimmunoassays  and  in  some  cases 

infuse  thyronertes  to  fed  and  fasting  and  patients  with  thyroidal  diseas 


Progress  (i'uing  FY-SO: 

About  10  patients  have  been  infused  with  3'5'T2 


Number  of  subjects  to  he  studied  before  completion  ot  study:  1  5 _ . 

Serious/unexpected  side  efifects  in  subjects  participating  in  project: 

None 

Conclusions,  Cadiolabelled  and  unlabelled  thyronenes  five  the  some  MCI: 


Publications  or  Abstracts,  IRif-SO: 


PANCARO  ,  L  ,  RURM-A’I ,  KD  ,  L'ARTOFSKY,  I,,  JCF.M  5 'i  :  1  0  7  5  ,  1  0  80 


1 


r 


Work  Unit  No:  1347 

Funds  utilized,  FY-SO;  $360.00 

Funding  requirements;  FY-8i: 
Supplies:  $1,000 


Other; 


1,000 


Data:  1  Protocol  No:  13  5  3 

Status:  Interim  >; 

Title  of  Ibroject: 

I  Final 

The  regulation  of  T4  conversion 

Startin?  Date;  12/30/7  6  Sstimatsd  Completion  Dade: 

8/82 

Principal  Investigator:  KENNETH  •  D.  burman 

Associate  luvesfigafcors; 

LEONARD . WARTOFSKV,  MD ,  LTC,  MC 
ROBERT  C.  SMALLRIDCE.LTC.MG 
Dr.  KEITH  LATHAM 


Facility: 


HRAMC 


Dept/SvcP^P  Med/ Endocrine 


Keywords; 


T4  Conversion 


Accumulab'.vo  ML’DCASf: 
Cost: 


Acciuri-ulative  Contract 
Cost: 


FY-SO  MEDCAilf:  Cost: 


Accumulative  Supply 
Cost: 


Pg'.  iodic  Re%'ie'.7  P^sults: 
(to  be  filled  in  by  DCI) 


Study  Objf  clive; 


To  ascert.oiu  M\e  factov<>  i*gulal;ing  T4  to  T3  conversi 


Technical  Approach: 

Develop  .systems  in  vivo  and  in  vitro  to  quantitate 
c  o  n  V  e  r  s  i  o  n  . 


'Progress  .ai!/;;  FY-3t). 

Rat  studies  demonstrated  l.iiaL  carbohydrate  conterii 
of  diet  increases  conversion. 


Number  of  .sub] ects  to  be  studiad  before  compleMon  of  study:  Rats _ 

Serious/uno;cpected  side  effects  in  subjects  participating  in  project: 

None 


Conclusioiia: 


Carbohydrates  increase  T4  to  T3  conversion 


Pirblicatior''’  or  \b.nt''actr.,  JT'k-SG: 


1 C  t  M  I:  e  n  a  !:  i  v  o  j  y 


■  ■  / 


/ 

*1 


SMALI, RIDGE  ,  RC  ,  BL'RMAN,  KD  ,  VARTOFSKY  ,  1.  et  a 
accepted  . 


Date:  15  October  1980  |ProtocolNo: 

Title  of  Project;  Purif  ication  of  Testosterone-estradiol 
Binding  Globulin 


Status; 


Interim  ^ 
Final 


Starting  Data:  3  Nov  1976  [Estimated  Completion  Date;  30  Sept  1982 


Principal  Investi^mtor:  Robert  A.  Vlgersky,  K.D.  MAJ  MC 


A.ssociate  Investigaior.s: 

Facility: 

ilRAMC 

Dapt/Svc 

Kyle  Metabolic  Unit 

r 

KeyV/ords:  Testosterone-estradiol  binding  globulin 


Accumulative  MEDCASE 
Cost;  0 


Accumulative  Contract  Accumulative  Supply 

Cost:  0  _  Cost: _ 2 _ 


FY-SO  MEDCASE  Cost; 


Periodic  Preview  Results: 
(to  be  filled  in  liy  DCJ) 


Study  Objective: 


To  purify,  characterize  and  develop  a  radloiinmunoassay  for  testosteronerestradio] 
binding  globulin.  This  protein  is  responsible  for  the  transport  of  sex  steroids 
froni  theif  sltf.'  of  p '.O'luct '  lii  io  the  gonad  to  their  target  tissues.  T^,  thus, 
controlsthe  availability  of  se:<  steroids  to  breast,  skin,  prostate,  etc.  Measure¬ 
ment  of  this  protein  is  indirect;  thus,  the  aim  is  to  develop  methods  to  directly 
' Technical  Approach:  measure  it  in  biologic  fluids. 


Sequential  use  of  Sephadex  G-lOO  chromatography,  Concanavilin  A  chromatography, 
temperature-dependent  affinity  chromatography;  and  preparative  polyacrylamide 
gel  electrophoresis,  Oual.itati.ve  analysis  is  by  analytical  oolyacryxemide  gel 
el  ec  troT>h\- ■  js  cwul  i  iu;  iLor  le.g  oi  the  pu'  •  .  icst-cu  >'■  ■  ce/  .j-nit— 

coated  charci'nl  assy  lusasurir.g  the  total  binding  o-.  the  prc..e_n. 

Progress  during  FY-GO; 

Appro;<iaiately  6000  fold  purification  has  been  reached  and  we  are  now  accumulating 
enough  purified  protein  to  inject  into  rabbits  to  make  antibodies  and  to  iodinate. 


Kurr.ber  of  ^ubiects  to  be  studied  before  cpmpleMon  of  sti’.dv:  N/A _ 

Ferio’as/isiexpected  side  effects  in  subjects  participating  in  project:  n/a 


I 

I 


Conclusions:  Significant  progress  has  been  made  over  the  last  year  in  reaching  th 

first  part  of  the  project  goal,  i.e.  purification.  The  next  phase  is  to  develop 
a  radioimmunoassay  for  TeBG 
PublicntiOTu:;  or  Abstracts,  FY-8(); 


Mone 


t 


$4550 


» 


.Date:  1  October  1030 

Protocol  No;  IdSo 

y^r '  'A'  v^v*r%"  t'.'Tx'' 

Title  of  Project;  The  Effect  of  Short-Term,  IIigh-Dose  Steroid 
upon  Thyroidal  Release  in  Th.  rotoxicosis. 

Ihnal 

Storcting  Ditto;  Hay  107  i 

Sstiniitod  Couiylotiou  Date;  Uncertain 

Principal  Investigator:  Timothy  M.  Boehm,  LTC  MC 


Associate  Investigators; 

Facility; 

WRAMC 

Leonard  Wartofsky,  COL  MC 

Kenneth  D.  Burman,  LTC  MC 

Dept,''Svc 

Endo-Metab  Sve 

- ^ - ! - Tv  r-  i*‘n,  *  - - ^ 

[ 

Key  Words:  thyroxine,  stex-oid,  thyi'oto:dcosis,  thyrcidal  release. 


Accnnai-datlve  l\LICDCA5-ii; 
Cost: 


Accu:nulativ3  Contract 
Cost: 


FY-SO  iMSDC-^BE’  Co.st:  none 


Accunaulaiive  Siupply 
Cost:  SI,  000 


Periodic  Review  Results: 
(to  be  filled  in.  by  DCI) 


Study  Objective: 
in  thyrotoxico.-u  y. 


To  ascei'tain  whether  high  dose  steroid  iniiibits  thyrcidal  release 


"Technical  Approach:  In  brief,  a  double  isotope  technique  was  used  to  measure 
thyroidal  release  and  param.etera  of  poiipheral  thyroid  r.ornioiie  nxetabolism.  There  v/ere 
no  modifications  to  the  original  protocol,  except  that  some  patients  received  slightly  smal¬ 
ler  amounts  of  '.'.nd  -T4  than  specified  in  the  original  pro  'ocol. 


Progress  dur 


-•BO; 


.'io  ;5ro.‘ ;s 


er.v  Iriw  ftority 


Nt:rnber  of  .sub  i act.? 
berious/  xin.fe.xpect3d 


to  be  .'-'.Mc’i.ed  before  comnletjon.  of  _ 

side  effects  in  subjects  piuiicipating  in  project: 


None 


None 


Con.clusions:  Study  is  terminated  pinor  to  completion.  Other  projects  have  assianed 

higher  priority,  :uicl  patient  recruitment  was  difficult  I)ecaii5e  of  the  long  inpatient 
ho.' pitalicafion  reqi.i i red . 

.Pibli cations  -'r  .•\l;.:tracf-';,  FY-SO-  None 


Date:  2  Oct  80  1  Protocol  No:  1357 

Title  of  Project:  Effect,  of  T,  and  rT^  cn  Extracellular  ^ 

Cyclic  MueZoatide  Levels  in  Humans. 

Final 

Starting  Date ;  6  Acril  1977 

Estimated  Comoletion  Date;  30  Sect  1980  1 

Principal  Investigator:  Linton  Wray,  LTC,  MC 


Associate  Investigators: 

Kenneth  D.  Farman,  l.TC,  MC 
Robert  C.  CcTallridge,  LTC,  MC 
Leonard  '■iartofsky,  OOL,  ^'C 


Facility: 


WR^MC,  Vvashington,  D.C. 


Dept/Svc  Kyle  Metabolic  Unit 


Key\vords:  “hyroid  horrror.es,  o/clic  PMP,  cyclic  C3^ 


Accumulative  ALEDCASE 
Cost:  Ncr.e _ 


Accumulative  Contract 
Cost: _ t-'cne 


Accumulative  Supply 
Cost:  $1,286.00 


FY-SO  AIEDCASE  Cost; 


None 


Periodic  Ptcview  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective: 


To  cetemir.e  if,  in  humans,  urine  and  glasma  levels  of  cyclic  AMP  and  cyclic 
GT-P  are  chenejed  by  administration -og-BrgrTi''  triiodothyronine  (T^)  and  2, 3 ',5' 
triiodo^'-vrer.  -.e 


Technical  Approach: 

HypothiTOid  patients  will  be  studied  before,  during  and  after  taking  T,,  rT, 
or  both  T_  and  rT^.  Ky^rthyroid  patients  v/ill  be  studied  only  with  rT.^.  Patients 
will  be  studied  for  12  days;  3  days  of  baseline,  6  days  of  treatment  and  3  d,-,ys  of 
post-treatment.  Plar,Ta  cyclic  and  cyclic  Q-!P  and  serum  T^,  rT^  and  T.  wuil  be 
measured  cn  days  1-5  and  8-12. 

Progress  diuring  FY-80; 

No  patients  were  studied  in  i-T-SO. 


N’.imber  of  subjects  to  be  studied  before  complstion  of  study:  _ 

Sexious/une.'qjected  side  effects  in  subjects  participating  in  project:  Ncr.e 


Conclusions:  This  project  is  terminated  as  of  30  September  1980  because  of 

difficulty  in  recruiting  patients  to  be  studied. 


Publications  or  Abstracts,  FY-SO: 


None 


Work  Unit  No. ;  1358 


Funds  utilized. 


Funding^req>4iTements,  FY-81:  $2,000 
Supplies;  $2,000 
Travel:  S400 


j _ Filial  X 

Title  of  Project:  xhe  eEl'ect  of  reverse  T3  on  thyroid  sc'.retion. 


Startiiiar  Date;  4-21-7  7 


stimatecl  Completioa  Dp.to: 


Principal lovostigator:  burmam,  MD,LTC,MC 


Associate  Investigators: 

Timothy^Boeh'.ii ,  MAJ,MC 
Leonard  War  to 1 sky , COL , MC 


Facility: 


WRAMC 


Dept/Svc  Hed/iZadocrin^ 


Keywords: 

Reverse  Tl/thyroid  _ 


Accitmulativn  MK0Cr\Si3  j  Accumulative  Contract  j 
Cost:_ _ '  j  Cost: _ 


FY-SO  liitli  ’OASi;i  (  _ _ _  Periodic  Revi-  'V  Results: 

(fcc  be-  filled  in  by  DCI) 


Acciurnulative  Supply 
Cost: 


Study  Objeiolivo; 


To  determine  if  rT3  influences  T4  levels  and  kinetic 


Technical  Approach: 

Reverse  T3  ingested  orally  whil 


isotope  g i V  a  n 


Progress  during  FY-80; 


Number  oi  ubiects  to  be  studied  before  completion  of  study: 


|sta'ai3:  Iiitei'im  X 


Date: 


jPi-otocol  Ko: 


1360 


_  .  _  .  .  I  Final 

Title  of  Project:  Investigations  concerning  T3  production  rates 


Startiiig  Data;  1  9  7  7  [Estimated  Completion  Date :  8-82 

Principal  Investigator:  KENNETH  D  . 

BURMAN,  MD,LTC,MC 

Associate  Investigators: 

ROBERT  SMALLRIDGE 

CHARLES  SMITH 

LEONARD  WARTOFSKY 

B . J . GREEN 

Facility: 

WRAMC 

Dept/SveOept  of  Med/Endocrine 

r 

Keywords: 

Thyroid  horinone/T3  . 

Accumulative  hlEDCASE 

Accumulative 

Contract 

Accumulative  Supply 

Cost: 

Cost: 

Cost: 

FY-80  MEDCASE  Cost:  | 

Periodic  Review  Results: 

1 

j 

(to  be  filled  in  by  DCI) 

Study  Objective:  To  determine  if  Labelled  and  unlabelled  hormones  ha" 


identical  clearance  rates. 


'Technical  Approach: 

Adrainster  labelled  and  unlabelled  hormones  and 
calculate  kinetics. 


Progress  (luring  FY-80:  About  10  patients  hav<-  liad  3,'5'T2  and  3'5'T: 
infusions  with  identical  clearance  rates.  We  will  now  extend  . , 
infusions  to  10-15  other  patients  with  other  iodo  thyronens. 

Number  of  siibiects  to  be  studied  before  co.uoletion  of  stiidv: _ about  15 _ 

Serious/une.xpected  side  effects  in  subjects  psxticipating  in  project: 

n-o  ne 

Conclusions  :(^r  ^  g-j,  g  3'5'T2  can  be  used  for  kinetics 

Publications  or  Abstracts,  FY-SO; 

SMv  L.  [, DC  E  ,  K  <■  ,  BURMAW  KD,  ETA’.  JCEM  under  consideration 


Wol'k  Unit  No. :  1360 
Funds  utilized:  FY-80:  $1,000 
Funding  requirements,  FY-81: 
Supplies;  $5,000 


Other: 


400 


I 

r 

MCtASSXFIED 

AftlUAL  PROeftESS  REPORT  (FY-80>  OEPARTMEN 
SEP  80  T  M  BOEHM 

T  OF  CLINICAL 

INVEST16A— etc(U) 

NL 

J 

1 

1 

_ 

1  1 

. 

i 

J 

Date:  Ip  Sent  80 


ll'rotocol  No: 


Status:  Interim 
i  Rntd.  X 


Title  of  Project: 

Postoperative  changes  in  free  testosterone  and  sex-hormone-binding-globuli 


Startigg  Date:  1977  tEstimated  Comuletion  Date:  30  S'ept  80 


Principal  Investigator:  Allan  R.  Glass, 

M.D.,  MAJ  MC 

Associate  Investigators: 

Facility: 

VniAMC  . 

^Dept/Svc  Kyle  Metabolic  Unit 

Key  Words: 

surgery,  free  testosterone 


Accumulative  MEDCASE  , 

Cost:  n 

Accumulative  Contract 
Cost:  0 

Accumulative  Supply 
Cost:  $2,400 

FY-SO  hlEDCASE  Cost: 

0 

Periodic  Review  Results: 

1 

1  (to  be  filled  in  by  DCI) 

Study  Objective; 


To  assess  the  changes  in  serum  testosterone  and  free  testosterone  occurring 
after  surgery 


Teclmical  Approach; 

Measurement  of  testosterone  and  free  testosterone  before  arid  after  surgery 


Progress  during  FY-SO.  ^^one.  Project  was  essentially  completed  during  prior 
fiscal  years,  with  one  resulting  publication.  Project  is  now  terminated. 


Number  of  subjects  to  he  studied  before  comolstion  of  shadv: 
Serious/une:<pecteci  side  effects  in  subjects  participating  in  project: 

none  _ 

Conclusions: 


Both  total  and  free  testosterone  fall  after  surgery  under  general  anesthesia. 
Publications  or  Abstracts,  FY-SO:  None. 


Date:  15  October  1980 


otocol  No: 


1362 


Statais: 


Title  of  Project:  Medical  Treatment  of  Amenorrhea-Galactorrhtra" 

Syncromas  v;ith  Vitamin  (''‘yridoxlne) 


Interim  x 
Final 


Startir.ix  Datu:  21  Dec  1976 

Estimated  Coinnletion  Date;  30  Sept  1931 

Principal  Investigator:  Robert  A. 

Vigersky,  M.D.  MA.I  MC 

Associaia  Investigators; 

Facility:  WRMC 

Dept/Svc  Kyle  Metabolic  Unit 

Key  V/ord?: 


Aiacnorrhea-galactorchGa;  pyridoxlne 


Accumuiative  MF.DCASE 
Cost:  0 

Accumulative  Contract 
Cost;  0 

I  Accumulative  Supply 

.  Cost:  0 

FY-80  MEDCASE  Cx)St: 

0 

1  Periodic  Ee 

view  Resvilts: 

(to  be  iriFed  in  by  DCI) 

'Study  Objoctivs:  To  i  reat  woman  v/lth  idiopathic  amenr  rvhea-galactorrhea  with 
a  co-factor  in  the  synthesis  of  dopamine  which  would  thereby  increase  dopamine 

levels.  Since  dopamlue  is  a  prolactin  inhibitox-y  factor,  it  might  be  expected 
that  prolactin  levels  would  decrease.  This  would  be  no  alternative  to  either 
bromocriptine  thetapy  or  observation  in  the  treatment,  of  these  syndromes. 


Technical  Approach:  Pre-treatment:  and  post- treatment  testing  with  provocative 
•  (pyridoxf.ne,  chlorproma^^inG ,TRI(,  and  LRII)  and  suppres-vive  (L-Bopa)  to  determine 
whether  or  not  chronic  treatment  with  pyrldoxine  has  altered  prolactin  dynamics 
or  the  d'/naraics-  of  other  pituitary  troph?ic  hormones. 


Progre;  i/'Y-f);.;  i-a:. for  ..he  pl.i^.ia  iuc  :i;.  'e-neut  c:  ,.;t  :.d^:-:ine  jcvcj  . 

in  the  b  :  ood  of  women  ,  rec.r.  iv.i  eg  this  l.'herapy  have  •.ee".  est.xbl  Ished  :.n  collabor.>! j  e;. 
with  fi,  Boiigiovanni.  The  failure  of  the  women  .'.o  clinically  respond  may 

be  due  to  the  failure  to  reach  adequate  levels. _ 

Number  of  sxibiects  to  be  stxidisd  before  comnletion  of  stmiv:  10 _ 

SeriousAiue;<pected  side  efft.'cts  iix  subjects  parilcioating project;  None 


Conclusions:  Pyrldoxine  has,  to  date,  not  been  ertective  in  lowering  prolactin 

levels  in  amenorrhea-galactorrhea  syndromes  but  has  caused  the  resumption  of 
menses  in  2  of  the  6  women  so  far  treated  with  this  regimen.  Pyrldoxine  levels 
in  olastpa  are  currently  l.cing  determined  as  well  as  th.ose  of  pyrldoxine  metaboli  :  n:. . 
Publications  or  Abstracts,  Fltl-yO:  Kidd,  G.S.,  Dimcnd,  R.,  and  Vigersby,  R.  A  , .  ."Rer.i'onf.n 

of  Hyperprolactinemic  Women  lu  Shori;  I'cnn  and.  (.onp  T«tr.'.  Pyrldoxine  Therapy,"  sub.  .  I  t  cs . 


wori-:  Unit  lio .  : 
r'uncis  utilized.  FY-80: 
rundLr.g  Keouirenencs .  FY-Ll: 
Personnel :  None 

Eouiprient ;  ^one 
Supplies :  $1200 

Travel :  None 


$1200 


Other :  ^one 


[status;  Interim 


Title  of  Project: 

Effect  of  and  rT^  on  Plasma  Cyclic  Nucleotide  levels  on  Sheep 


Starting  Date;  21  Dec  1975 


stimated  Completion  Date:  30  Sept  1982 


Principal  Investigator:  h.  lantcn  Wray,  LTC,  MC 


Associate  Investigators: 
Kenneth  D.  Bunran,  LTC,  MC 
John  P.  Alfred,  C?T,  MC 
Leonard  Wartofsky,  OOL,  MC 


Facility:  V.’RAMC 


Dept/Syc  Kyle  Metabolic  Ihit 


Keywords;  thyroid  honrone,  cyclic  AMP,  cyclic  C^IP 


Accumulative  LIEDCASE 
Cost:  None 


Accumulative  Contr?,ct  I  Accumulative  Supply 
Cost:  Nona _ |  ‘  Cost;  $7,413 _ 

FY-SO  rdSDCASE  Cost;  None _ Periodic  Review  Resides: _ 

(to  be  fiUsd  in  by  DCl) 


■Study  Objechve: 

To  determine  if  plasma  levels  of  cyclic  AAP  and  cyclic  GMP  are  changed  by 
admini^raticn  cf  3,5,3'  triiodothyronine  and  3,  3 '  ,5'  tciiodothyronine  (reverse 
T^,  • 


•Technical  Approach:  The  aniirals  v:ere  divided  into  five  groups,  aiid  each  group 
received  one  of  the  follcving  treatments;  1)  placebo,  2)  low  T~  (1.5  ugAg) , 

3)  high  (4.5  iq/kg) ,  4)  high  r'f^  (4  yg/lig) ,  or  5)  la-i  rT^  d.S  pgAg)  pl.us  Ic^.' 
T.,  (1.5  vg/bg)  i..  -■cnblcvition.  Tceahronts  vc  n  ad'du  .  irod  r.::y  t  ■.  ;;cr  (.-y' 
end  t’ne  animals  v/cre  stir'ILed  throughout  i.liis  period,  0'':lic  nucleotides  and 
iodcthyrcsiines  v/ere  measured  b/  RIA. 

Progress  during  FY-80:  The  attached  paper  required  extensive  revision  as  veil  as 
•accumulation  and  analysis  of  new  data  during  th,e  last  year.  Tr.e  mechanism  cf  the 
increase  in  plasma  cyclic  AI-IP  in  response  to  T^  requires  clarificaticn  Jmd  is  the 
subiect  of  an  adderdm  to  protocol. _ 


Number  of  siibiects  to  be  studied  before  completion  of  study:  18 


Serioiis/imexpected  side  effects  in  subjects  participating  in  project:  None 


Conclusions:  The  results  indicate  that  in  the  sheep  1)  T,  markedly  increases  cAMP 
ar.d  d-ecreasen  T,  em.d  iT.,  levels,  vhereos  rT,  ed:'’lr:.L-ctir..i:irn  is  inactive  in  ;.ot:h  C' 
these  systems;  2)  neitiii^r  Tg  nor  rl’g  alL.ers'^plas.ra  CJ.T-P;  3)  degradation  of  1T3  is 
directed  relatively  more  to  3,3'T2;  4)  metabolism  of  bgth  T3  and  rT3  contribute 
cl  |r.g,5f 

a--docrinoI<xr/  107:  130-l.'i-5,  19<-.5! 


Work  Unit  No;  1363 


Funds  utilized,  FY-80:  $1,461  (2600) 

Funding  requirements,  FY-81: 

Personnel:  Vincent  M.  Butler,  GS-09 
Equipment;  Automated  RIA  System  (31  2VIEDCASE) 
oupplies:  $6,600 
Travel:  $1, 100 
Other:  $3,500 


Title  of  JPrOjSCi,:  Effect:  of  L-tryptophan  on  LH  and  FSH 
dvnamics  in  women 


Starting  Date;  1973  Estimated  Comnletion  Date:  1931 

Principal  Investigator:  Allan  R.  Glass 

,  M.D.,  MAJ  MC 

Associate  Investigators: 

Facility: 

WRAMC 

Dept/Svc  Kyle  Metabolic  Unit 

Keywords; 

L-tryptophan,  LH,  FSH 


Accumulative  MEDCA3E 
Cost;  0 


Accumulative  Contract 
Cost;  .  0 


A  ccumulative  Supply' 
Cost:  $100 _ 


FY-30  iVIE.nCASE  Cost: 


Porioclj.c  Review  R.e.sults: 
(to  be  filled  in  by  DCIj 


Study  Objective; 


To  determine  how  L-tr/ptophan,  as  a  neurotransmitter  precursor,  interact.s 
with  the  regulation  of  LH  and  FSH  in  women. 


‘Technical  .Approach: 

Assessment  of  pituitary  gonadotropin  reserve  b>  LHRH  and  estrogen  challenge 
before  and  after  administration  of  L-tryptophan. 


Progres  iuj;i  /.■’''t’-Si); 
in  recruiting  /olunteers, 


Due  to  lack,  of  time  and  pc  rso.-inel  a.r-  well  a:;  if  f  i.cul l.y 
no  subjects  were  studied  under  this  protocol  during  FY 


Kumber  of  subjects  to  be  sti:died  before  com olation  of  study;  approrc  12 

Serious/unercpectod  side  efiects  in  subjects  participating  in  project; 

none 

Conclusions: 

Deferred 

P'.iblicntions  or  Abstracts,  FY-80: 

none 


Work  Unit  No. ;  1364 


Funds  utilized,  FY-SO:  0 
Funding  requirements;  FY-81: 
Supplies;  $?.,000 
Other:  4, 000 


Date:  10  Sept  80 


[Protocol  No:  1365 


X 


xivi-  oi  ^  *^j_w..  xnsuiia  resistance 
effect  on  glucose  and  atilno  acids 


Status: 

i  Final 

In  diabetes:  relative 


Stca-thiz  Dcde:  igys  [Estimated  Comuletion  Date:  1932 

Principal  InvestLgator: 

,  M.D.,  ILAJ  MC 

Associate  Investigators; 

Facility:  iWAMC 

Depfc/Svc  Kyle  Metabolic  Unit 

Key  Words: 


L-\’aline,  obesity,  diabetes,  insulin  resistance 


Acciunulative  IvtE.DCASfi 
Cost:  0 


Accumiilative  Contract 
Cost:  $13,900 


FY-80  IVIEnCASF;  Cost: 


Accuinulativft  Supply 
Cost:  S2.500 


Periodic  Reriew  Results :_ 
(to  be  fills  d  in  by  DCI) 


Study  Objective: 


To  deteri:'lae  ..iicthcv,  in  states  of  insulin  rcsis'.ance,  the  affects  of  insulin 
on  anino  acid  isetabolisru  are  blunted,  as  are  the  effects  of  insulin  on  glucose 
metabolioa. 


Technical  Aooroach:  Administration  of  IV  bolus  loads  of  valine  or  glucose  to 
'  normal  subjects  and  to  subjects  v/ith  various  disorders  in 

vhich  Insulin  resistance  plays  a  role. 


Progress  FIT-SO:  33  .subjects  were  studied  during  Fi  bO-  Via];':  normals, 

half  non-diabctic  obese  subj ecCs .Plan  is  to  extend  study  to  ot'ner  prouos  of 
subjects  with  insulin  resistance  In  'EY  81. 


Number  of  suhi  ;ct3  to  be  studied  before  comoletion  of  studv;  30 

S’erious/une.'qjected  side  effects  in  subjects  participating  in  project: 
one  syncopal  episode  probably  related  to  venipuncture  (vasovagal) 

Conclusions: 


Valine  disposal  is  normal  in  obese  subjects  in  whom  glucose 
disposal  is  impaired. 


Publicatic  .s  or  IbslrnatS,  lY'-SO:  Abstract:  prvsev.tcd  a'  .'vmer  Dia'.eter:  /.acoc  noct  i- 
1580,  and  .ilso  .it  International  -Symposium.  Paper  .su'tmittcd  for  “ubl  :  I'i.on . 


] 


Work  Unit  No. ;  1365 
Funds  utilized:  FY-80:  $9,500 
Funding  requirements,  FY-Sl: 
Supplies:  $12,  000 
Travel:  $1,  000 


Other;  $4,-100 


Date: 

( Proto  col  No :  1 3  6  6  atus : 

luterun 

Title  of  Pi’ojec;:  1  .  ■ 

The  effect  of  glucagon  on  thyroidal  economy 

Final 

Starting  Date:  1/5/78 

Estimated  Completion  Date: 

8/82 

Principal  Investigator: 

KENNETH  D.  BURMAN,  MD.LTC.MC 
- J - 

Associaie  Investigators; 
LEONARD  WARTifFSKY 

JOHN  T.  O’ BRIAN 
ROBERT  SMALLRIDGE 
LINDA  JONES 


Facility: 

WRAMC 


Dcpt/Svc*^®P  t  of  Med/ Endocr  Ine 


Keywords: 


Glucagon/ thyroid  hormone 


Accnmulativa  MED  CASS 
Cost: _ 

FY-SO  MEDCASE'costr 


Accumulative  Contract 
Cost: 


Accumidative  Suouly 
Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  ascertain  if  T3  alters  glucagon, 


•Technical  Approach; 

Administer  small  dose  T3  daring  fasting  and  measure 
glucagon  !)y  RtA" 


•Progress  during  FY-SO; 

A  total  of  about  15  patients  studied  and  show  tliat  T3 
decreasesglucagonclearancerate.  I 


Number  of  subiecLs  to  be  studied  before  completion  of  study;  0 

Serious/imexpected  side  effects  in  subjects  participating  in  project: 

None 

Conclusions :  X3  regulates  gl. ucagon 


Publications  or  ^.'  bsLracts,  TdY--yO; 
^UK>iAN,KD,  Er  al  JCE'-f  in  press 


r 

/ 


f 


FY-SO  .MEDCASE  Cost; 


Study  Objective; 


Periodic  Review  Results 
(to  be  filled  in  by  DCI) 


To  determine  whether  the  drug  clonidine  produces  changes 
in  serum  LH  or  testosterone  in  hypertensive  sen. 


Technical  Approach: 

Measurement  of  serum  LH  ,  FSH,  and  testosterone,  as  well  as  responses  to  LKRH 
and  KCG,  before  and  after  clonidine  treatment. 

Progress  during  FY-80; 

Due  to  an  administrative  miaup,  the  principal  investigator  never  received 
formal  approval  to  begin  work  on  this  protocol,  so  nothing  has  been  done  vet. 

Nu’.nber  of  s’-'.biects  to  be  studied  before  comoleMon  of  sbadv:  20 _ 

Sericiis/une.'cpected  side  effects  in  subjects  p-.irticipating  in  project: 

none 

Conclusions: 

Deferred 

Pi'biicntions  or  Abstracts,  FY-SO 


Work  Unit#:  1367 

Funds  utilized,  FY-80:  $436 

Funding  requirements,  FY-81: 

Supplies:  $4,000 

Travel;  $1, 000 


Other: 


$9,300 


Date;  10  Oct  1980 

llh'otocol  No;  1368 

jstatus:  Interim 

1 

Here  oi  I'rojecc:  Eftect  ot  Dietary  Phosphate  or.  Serum  Levei.'-i. 

of  Vitamin  D  netabolites  in  hypoparathyroici 

■  SiT. 

Starting  Date;  26  Aoril 

1977 

Estimated  Completion  Date; 

30  Sept  1962 

Principal  Investigator;  Lintcr.  Wray.  LTC,  N’.C 


Associate  Investigators: 
Joseph  Bruton,  Ph.  D. 
Ira  Mehlman,  LTC,  MC 


Keywords:  Phosphate.  Vitamin  D  iretabolism 


Accumulative  NIEDC.-^.SS  j 

Cost:  None 

1  xVccumulative  Contract  i 

Cost;  $200.00 

f  Accumulative  Sujjply 

Cost:  $  59,891 

FY-SO  NIEDCiISE  Cost:  None  j 

Periodic  Pa 
(to  be  filic 

’/iew  Pcesult.s; 

1 

a  in  by  DCI) 

■Study  Objective:  To  detennine  if  serum  levels  of  2S— CH-D  (25-hydroxy-vitan-ir.  D) , 

24,  25-(CK)2-D  (24,  25-<iihyrdoxi'vitairan  D)  and  1,25-(CH)2-D  (1,  25-di};ydro>cy-'Ata"-." 
D)  are  changed  by  short-term  nvinipulat  i  on  of  rr.otary  phosphate  intake  in  hype;/-  e- 
thyroid  patients . 


Facility; 

WRAMC 

Dept/Svc 

Kyle  Metabolic  Unit 

Technic  1  Approach:  'fhe  15  day  protocol  consists  of  2  days  on  normal  phe  ifnate 
intake  ^^.0  g  of  phosphorus),  10  days  on  phosphate  intake  (0.5  g  of  pc.osphoru;- 
and  3  days  on  high  phosphate  intake  (1.5  g  of  phosphorus)  .  During  the  period  of 
phosphate  restriction,  phosphate-binding  antacids  will  be  given.  A  patje  ;  group 
of  phosphate-replete,  antacid- treated  will  ser'ce  as  a  control,  group.  Sen.'.n 
inorganic  phosphate,  ionized  calcium,  total  calcium,  magnesium  and  creat:r,june  and 
'lasma  25-CH-D,  24,  25-(OK)p-D  and  I,  25-(C{!)^-D  vail  'oe  determined. 

'Progress  during  FY-80:  KI-u  personnel  have  new  set-up  a  chromatography  syste:n  whic 
appears  adequate  for  tba  vitamin  D  essays  in  hum.an  .serum.  Control  samples  are  new- 
being  processed  to  determine  cur  normal  ranges. 


Number  of  subjects  to  be  studied  before  csmplaticn  of  study: _ 1_4 _ 

Serious/unerrpectsd  side  effects  in  subjects  participating  in  project:  Ncne 


Conclusions;  Th.e  experimental  protocol  has  been  sbowr.  to  effectively  lower  urine 
and  serum  pbosphaoe  in  a  manner  which  will  provide  the  appropriate  changes  to  al low- 
correlations  wit’r;  th.e  changes  in  the  intamin  D  metabolites. 

Publications  or  Abstracts,  FY-SO:  None 


Work  Unit  No. ;  1368 


Funds  utilized,  FY-80:  §26,400  (2600) 

Funding  requirements,  FY-81: 

Personnel;  Delbert  Dawson  (GS~11) 

Vincent  M,  Butler  (GS-09) 

Equipment:  Automated  RIA  System  (FY-81)  MEDCASE 
Supplies;  $25,  000 


Other;  $2,800 


Date:  15  October  1980 


I  Protocol  No:  1370 


Status;  Interim  X 


Title  of  Project:  Steroid  Receptors 

Gland 

i  Final 

in  the  Human  'I'liyroid 

Starting  Date ;  24  Mav  77  festimated  Comoletion  Date:  30  Sept  1982 

Principal  Investigator:  Robert  A.  Vigersky,  M.D.  MAJ  MC 

Associate  Investigators; 

Facility:  WRA.MC 

Dept/Svc  Kyle  Metabolic  Unit 

KeyV.'  ’s:  Thyroid:  Se:<  steroids;  Receptors 


Accumulative  MEDCASE 
Co.st;  0 

Accumulative  Contract 
Cost:  ® 

Accumulative  Supply 
Cost:  $699.15  • 

_ 1 

FY-80  i-IEDCASE  Cost: 

_Q _ _ 

Periodic  Review  Results; 

(to  be  filled  in  by  DCI) 

Study  Objective:  jq  determine  whether  the  increase  incidence  in  thyroid  disease 

seen  in  women  is  due  to  abnormalities  in  the  receptor  for  estrogen  and/or  androgen 
in  their  thyroid  glands.  The  additional  aim  is  to  characterize  these  receptors 
with  respect  to  their  physico-chemical  identity  and  to  compare  them  to  simj]ar 
receptors  in  more  'classic  target  tissues  L'or  these  steroids. 


Technical  Approach:  Measurement  of  affinity  constant  and  binding  capacity  by 
Scatchard  analysis  of  cytosol  made  from  thyroid  glands  obtained  at  the  time 
of  thyroidectomy.  Also,  kinectic  analysis,  size  and  charge  determination, 
and  steroid  specificity  will  be  measured  and  compared  to  those  of  other  receptors. 


Progress  during  FY-80;  Accumulation  of'  tissue  for  ultimate  receptor  measure. .  .it 
and  the  analysis  of  similar  parameters  in  other  non-classic  target  tissues 
such  as  the  thymus  (human)  to  compare  with  the  thyroid. 


Number  of  subjects  to  he  studied  before  comnleKor.  o£  study: _ 

Serious/xmeicpected  side  effects  in  subjects  participating  in  project; 


Conclusions:  Methods  have  been  perfected  and  other  tissues  run  for  comparison 
to  allow  appropriate  conclusions  to  be  made  from  the  data  obtained  on  the  human 
ti.s.sue. 

Publications  or  Abstracts,  FY-80;  None 


1370 


work  unit  lio.: 
r  Linds  Lif.lllzed.  P1'-8Q:  $699.^5 

funding  ,  f'l'-bl: 

Personnel:  i^one 
Eouipnent :  None 
Supplies :  $3000 

Travel :  $500 

Other:  { 2400)  $2U0 


$3700 


Date: 


Protocol  No: 


Status:  Interim 


’•Pitl  F  T>r.  •  f-  • _ Final 

eo  Ojec  .  Glucose  Regulation,  Peripheral  Thyroid  Hormone 

Economy  in  Fasted  subjects. 


Starting-  Date :  1-5-78  {Estimated  Completion  Date ; 


Principal  Investigator:  KENNETH  D.  BURMAN  ,  MD,LTC,MC 


Facility: 


Associate  Investigatox'S: 

L.  WARTOFSKY  COl.MC 
RC  SMALLRIDGE.LTC.MC 


%u^Y§i%=thyroid  hormone 


Aceumvilative  IvIEDCASE 
Cost: _ _ 


FY-80  IVIEDCASE  Cost: _ 


Study  Objective: 


WRAMC 

Dept/SvcDept  of  Med/Endocrine 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


To  determine  the  effect  of  glucose  on  T3/rT3  l--’e] 


Tc  clinical  Approach; 

Administer  glucose  during  feeding  and  fasting  and 
measure  T3/rT3  by 


Progress  during  FY-80: 

About  30  patients  studreu 

Number  of  subjects  to  be  studied  before  completion  of  study:  0 _ 

Serious/imexpected  side  effects  in  subjects  participating  in  project: 

None 

Conclusions;  Glucose /^5^Inrilcreases  rT3 
Publications  or  Abstracts,  FY-SO: 


PANAGARO.et  al  JCEM  50:1075,30 


Date 


Protocol  No:  13  7  2 


Title  of  Project:  Alterations  in  TRH 
and  fasting. 


Status:  Iiitorim 
Hiial  X 

stimulation  in  one's  i  ty 


Startiiig  Dote:  12-5-77  Estimated  Completion  Date;  8-80 

Principal  Investigator:  KENNETH' D.  burman,  md,ltc,mc 

A.ssocipte  Investigators' 

1  . 

Facility: 

KRAMC 

Dept/Svc  Dept  of  Med/Endocrine 

Accuraulativa  I*LEDCASlS 
Cost: 

Acciunulative  Contract  Accumulative  Supply 

Cost:  Cost: 

FY-80  MEDGASS  Cost: 

u— - - - - - 

Periofl  .c  Re-vdew  Results: 

(to  be  fil]c:d  in  by  DCI) 

Study  Objective; 

To  guantitate  TSH  stimulation  in  fasting. 


Technical  Approach: 


TRH  tests  in  feetling  anci  lasting  periods 


-Progress  during  FT'- -30: 

A  total  o  t  about  ?  0  p  a  t i e  n : 


-udied  by  TRH  Infiision 


Number  of  subiects  to  be  studied  before  completion  of  .stuciv: 


Serious/unexpected  side  effects  in  subjects  participating  in  project:  None 


Conclusions: 


TSH  decreases  in  fasting 


Publications  or  Abstract:-: ,  FY-80 


Burnan.KD  et»al,  MctaLolir.in  29:46, i9Su 


r 


Date:  10  Sent  80 

IProtocol  No:  1374 

Interim.” 

Title  of  Project:  Evaluation  of  testosterone  reserve  in 
infertile  men. 

Pinal 

Starting  Date;  i  qyg 

Estimated  Completion  Date: 

1982  . 

Principal  Investigator: 

Allan  R.  Class  MD  MAJ  MC 

1 

Associate  Investigators: 


Facility:  WRAMC 


Dept/Svc  Kyle  Metabolic  Unit 


Key  Words; 


tesLoaterone,  HCG,  infertility 


Accui(,,.,;'rjf.-lve  MEDCA  . 
Cost:  $1,000  _ 


Accumulat  ■  'o  Contract 
Cost:  573,000 


AccLimuiative  Sijjjply 
Cost;  513,100 


FY-80  IVIEDCASF  Cost; 


$1,000 


Periodic  Beview  Results : 
(to  be  filled  in  by  DCI) 


Study  Objective: 

To  determine  how  the  testis  responds  to  single  and  multiple  injections  of  HCG. 


Technical  Approach: 

Measurement  of  serum  levels  of  gonadal  hormones  before  and  after  various  rngimnn,': 
of  HCG  administration. 


Progress  during  FY-80:  Approx  15  subjects  studied  during  FY  30. 


Number  o£  svdjjects  to  be  studied  before  completion  of  study;  20 _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project; 

none 

Conclusions: 

Resensitization  of  testosterone  production  after  intial  KCG-induced  desensitization 
may  be  related  to  a  shift  in  the  pathway  of  testosterone  biosynthesis. 

Publications  or  Abstracts,  FY-SO:  Two  papers  published  in  FY80,  one  paper  in  press, 
one  paper  in  preparation.  One  abstract  presented  at  N'ational  AFCR  ineeting. 


CJO 


Work  Unit  No. ;  1374 

Funds  utilized,  FY-80:  $44,000 

Funding  requirements,  FY-81: 

Supplies:  $6,000 

Travel:  $1, 000 


Other: 


S  I  8,  000 


Date:  10  Sent  80 

! Protocol  No:  1376  ! 

Statvis: 

Interiirj 

Title  of  Project:  Effect  of 

on  growth  hormone  dynamics 

Final 

amitriptyline  and  amantadine 
in  acromegaly. 

Startins  Date;  i  nyg 

Estimated  Comnlstion  Date: 

1982 

Principal  Investigator; 


Associate  Investigators; 


Allan  R. 


Key  Words: 

L-tryptophan,  amitriptyline. 


Glass,  M.D.,  MAJ  MC 

Facility;  WRAMC 

Dept/Svc  Kyle  Metabolic  Unit 

acromegaly,  growth  hormone,  prolactin 


Accnnndative  MEDCASE 
Cost: 


Accumulative  Contract 
Cost: 


FY-SO  RIEDCASE  Cost; 


Accurnuiative  Supply 
Cost;  OOC 


Periodic  P.eview  Results 
(to  be  filled  in  by  DCI) 


Study  Objective; 

To  determine  how  the  drugs  amantadine  and  amitriptyline  interact  with  tVie 
pituitary  glard  in  acromegaly. 


Technical  Aporoach; 

Measurement  of  serum  prolactin  and  growth  hormone  basally 
and  in  response  to- perturbation  tests  before  and  after  administration  of  either 
amitriptyline  or  amantadine. 


Prooress  durin^' FY-80r  Amitriptyline  portion  of  .study  completed.  Addendum  '■ 
“  ^  revise  protocol  currently  pending  prior  to  beginning 

amantadine  section  in  FY  81. 


Number  of  subiacts  to  be  studied  before  comnleMoa  of  sUidv:  25 _ 

Serious/unexpected  side  effects  La  subjects  participating  in  project: 

none 

Conclusions: 

Amitriptyline  suppresses  growth  hormone  modestly  in  acromegaly.  L-tryptoohan 
stimulates  growth  hormone  in  normals  but  not  in  acromegaly,  and  stimulates  prolact 

Publications  or  Abstracts,  FY-SO:  neither. 

Two  papers  published  during  FY  80. 


Wbrk  Unit  No. :  1376 


Funds  utilized,  FY-80:  $435 
Funding  requirements,  FY-81: 

Supplies:  $3,000 

Other;  $4, 000 


Date : 


Protocol  No; 


Title  of  Project.  Effect  of  dietary  tryptophan  content 
food  Intake  in  obese  subjects 


:  Interim  >; 


Final 


Starting  Dare:  1978 


[Estimated  Comnletion  Date:  1982 


Principal  Investigator:  Allan  R.  Glass,  M.D..  MAJ  MC 


Facility:  WAMC 


Dspt/Svc  Kyle  Metabolic  Unit 


Key  Words: 


tryptophan,  obesity,  food  intake 


Accii .  ilati ve  MEDCASE 
Cost; _ 0 _ 


FY-80  MEDCASE  Cost: 


Accumnialiva  Contract 
Cost;  0 


Af;cimiula(ive  Supp]-, 
Cost:  S20 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective; 

To  determine  whether  the  proportion  of  tryptophan  in  food  can  directly  affect 
food  intake 


Technical  Approach: 

Measurement  of  food  intake  in  individuals  consuming  only  a  liquid  formula 
diet  supplemented  with  various  amounts  of  tryptophan 


Progress  during  FY-SO:  j  ■. 

®  Due  to  lack  of  time  and  personnel  no  snO.ier.l’.s  have  heer 

studied  under  this  protocol  during  FY  80. 


Number  of  subiects  to  be  studded  before  completion  of  sfcudv; 


Serious/unexpected  side  effects  in  subjects  paiticipating  in  project 


Conclusions: 

Deferred 

Publications  or  Abstracts,  FY-80 


none 


Work  Unit  No. :  1377 
Funds  utilized,  FVr-80;  none 
Funding  requirement,  FY-81: 

Supplies:  $1,  ooo 

$3^  000 


t 

i 


Date:  10  Sept  ?0 


Protocol  No;  1379 


Status: 

Title  of  Project;  Effect  of  post-weaning  undernutrition  on  * 
reproductive  homones  in  rats 


Interim  X 
Final 


Startino:  Date ;  i  -  7  3 

lEstizirated  Completion  Date;  i982 

Principal  Investigator: 

Allan  R.  Glass  MD  MAJ  MC 

Associate  Investigators; 

Facility: 

WRAMC 

Dept/Svc 

Kyle  Metabolic  Unit 

iiley  Words; 

undernutrition,  puberty 


Accumulative  MEDCASE  ' 

Cost:  0 

Accumulative  Contract  j  .Accumulative  Sup;  ly 

Cost.  ®  Cost;  $3,800 

1 

FY-80  iilEDCASE  Cost; 

0 

Pexiodj-C  Revievv  P^esults: 

j  (to  be  filled  in  by  DCI) 

Study  Objective: 


To  determine  how  undernutrition  affects  sexual  maturation  in  rats 


Technical  Approach: 

Determination  of  the  response  of  the  hypothalamic-pituitary-testicular  axis 
to  various  perturbation  tests  in  normal  and  underfed  rats 


Progreso  during  FY-SO;  @2  experiments  were  conducted;  d : th  were  unsuccessful 
due  to  technical  problems.  Shortage  of  animal  space  has  temporarily  precluded 
additional  studies.  A  major  addendum  to  this  protocol  is  in  preparation. 

Numbsr  of  subjects  to  be  studied  before  completion  of  studv: _ _ 

Serious/ime.xpected  side  effects  in  subjects  pai'ticipating  in  project; 


Conclusions: 

UndernutriCion  delays  puberty  in  rats  by  means  of  gonadotropin  deficiency. 

Publications  or  Abstracts,  FY-SO;  One  pa,.er  published  in  FY  £3,  one  paper 
submitted  for  publication. 


r 


Work  Unit  iVo. :  1379 


Funds  utilized:  FY-SO;  $1,862 
Funding  requirements,  FY-Bl: 


Supplies; 

$5,000 

Travel: 

$1, 000 

Other: 

$9,000 

t 


Date:  10  Cct  19S0  li'*rotocol  No;  1380 

IStarus;  Interim 

Title  of  Project: 

Effect  OL  Thyroid  Status  on  the 
Induced  Cyclic  Responses  or 

Hormt  n  ally- 
the  Kidney 

1  ^9^ 

Starting  Date;  19 

Oc*-  1977  [dstimaled  Completion  Date: 

30  Sept  1982 

Principal  Investigator;  k.  Linton  Kray,  LTC,  K/: 

Associate  Investigators: 

VJayrnan  W.  Cheatham,  MC 


Keywords:  Thyroid  Horrrcne,  ryclJc  /'f-T',  cyclic  Gt-IP 


Facility: 

Dopt/Svc 

Kyle  Metabolic  Unj.t 

Accumulative  IMEDCASE 
Cost:  $1,000 


Accumulative  Contract 
Cost:  $  6C0 


FY-80  MEDCASE  Cost:  None 


AccLunulative  Supply 
Cost:  $17,264 


Periodic  Review  Puesults: 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  determine  if  t'ne  renal  horrrcne  receptor  -  seccna  messenger 
systars  of  two 'unrelated  polypeptide  hx:r.rcr.es  are  affected  by  thyroid  hormone. 

By  measuring  nephrogenous  cyclic  curing  parathyroid  ar;d  antidi-uretic  honnone 
infusions  in  hyper-  and  hypo-  thyroid  rntients,  it  can  be  determdried  if  thyroid 
hormone  influence-  the  renal  cyclic  A'-IP  responses  to  these  hormones. 


Technical  Approach;  Hyperthyroid  and  hypothyroid  patients  will  'ice  acrrittec  to 
Ward  47  for  a  3  day  study  protocol  and  will  be  similarly  studied  after  becoming 
euthyroid.  During  each  admission  the  patient  will  vmcergo  two  3-hour  renal 
clearance  procedures,  one  with  PTH  infusion  and  another  with  vasopressin 
infusion. 


Prooress  durin'5- FY-SG;  pai.jents  were  studied  this  year  uath  results  sj-riil 
to  tfiose  reported  in  the  FY-79  report.  In  addition,  preliminary  studies  have 
shown  that  irrmunoreactive  PTK  levels  during  PTH  infusion  were  higher  in  hyxxjthyroid 
patients  than  in  euthyroid  patients . _ 

Number  of  subjects  to  be  studied  before  comolerion  of  shady:  30 _ _ 

SeriousAme:<pectsd  side  effects  in  subjects  participatiag  in  project:  yone 


Conclusions:  The  delayed  water  excretion  in  hypothyroid  patients  and  the  decreased 
fractional  excretion  of  phosphate  in  hyperthyroid  patients  are  net  associated  wath 
demonstrated  changes  in  renal  responses  to  vasopressin  and  parathyroid  hormone.  An 
addendum  to  the  nrotocol  has  been  subratted  attached';  . 

Publications  or  Abstracts ,  li-SO: 

Er:docrir.olocy  106  (Suppl)  :  122,  1980. 
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a. 


Work  Unit  #13S0 


Funds  utilized:  FY,  80:  $3,061  (2600) 

Funding  requirements,  FV-81: 

Personnel:  Gerald  M.  Sheldon  SP-6 

Vincent  M.  Butler  GS-09 

Equipment:  Automated  ElA  System  (FY-3i  MFD  CASE) 

Supplies:  $8, 000 

Travel:  $1, 100 


1.  This  protocol,  "Effect  of  Thyroid  Status  on  the  Hort-.ior.ally  -induced  Cyclic 
Responses  of  the  Kidney",  has  '‘'  suited  in  throe,-  nostr.'.cts  arid  three  psperc 
:;hich  are  currently  in  preparatiqn.  One  aspect  of  these  investigations  has 
denonstrated  little  effect  of  thyroid  status  on  the  renal  responses  to  infused 
arathyroid  horc’.one  (PTd)  viion  neasuted  by  iiephrogeiious  cyclic  Al-iF  CWcAi-f?)  and 


Lonal  excretion  of  phosphate  (FE  *  However,  prelininary  studies  have 
that  irciunore active  PTd  levels  Suring  RTH  infusion  ^?ere  higher  in  hypothyroid 


patients  than  in  euthyroid  patients  yet  the  weasured  renal  responses  \^ere  not 


significantly  -different  (attached  abstract'.  This  suggesceri  th.at  hypothyroid  pafi  -r 
had  a  decreased  clearance  of  infused  PTIl  .-u.'.d  were  in  fact  hypore.spons ive  to  FIH. 


2.  l.'a  propose  to  continue  to  invoct i gate  the  eClecf;  of  thyr.-/id  r.ta'.u.-'  o.i  PTH 
r.etabolisn  and  re.'--,  uns  by  ’'-.■?asu r c- y  bid  gtcally  a.'.tive  as  v;.?:  !  ?.n.  irr'-unoreact i\u: 

PFri  in  addition  to  .c~y.?  and  FE  ,  during  PTH  infusion.  Two  bioassay.s  v;i]l  be 
er.ployed.  A  cytoch  -rnical  assay^using  rat  renal  tubules  will  be  peri'orir.ed  by 
Dr.  James  Posillico  of  Duke  University  and  a  adenylate  cyclase  assay  using  canine 
renal  r>e-branes  v^ill  be  perfomed  by  Dr.  Robert  Missenson  of  University  of 
California.  Si.x  patients  ^'ith  hynei  thyrc"’ '-licci  and  si:<  '..'itb  hypo thyroidir,:.!  v/ill  be 
studied  on  a  two  cay  protocol  which  will  not  include  the  previously  used  anti- 
diuretic  horr.one  infusion.  These  studies  will  determine  whether  biologically 
active  ?TH  during  PTH  infusion  is  affected  by  thyroid  status  and  will  be  important 
in  the  interpretation  of  the  renal  responses  to  PTH. 


t 

Date:  lb  October  1^80  iProtocol  No- 

Status:  Interim  x 

TTltXs  of 

■  Estradiol  Receptors  in  Rat  Thyroid  Glands 

1  Final 

Starttna:  Date;  Mav  id??  Estimated  Comoletion  Date; 

30  Sent  1982 

Principal  Investigator;  Vlgersky,  M.D.  MAJ  MC 

Associate  Investigators; 

Facility;  WAMC 

iDept/Svc  Kyle  >''etabolic  Unit 


Keywords:  Estrogen;  receptors;  thyroid 


Accumulative  IIEDCASE 
Cost:  n 


Accumulative  Contract 
Cost:  0 


FY-80  J/IEDCASE  Cost: 


Accumulative  Supply 
Cost $426^20 


Periodic  Review^  Results; 
(to  be  filled  in  by  DCI) 


Study  Objective:  study  the  nature  or  the  estrogen  receptori  in  Che  " 

rat  thyroid  so  that  these  studies  can  be  used  as  a  model  for  examining  similar 
receptors  in  Che  human.  Techniques  to  be  developed  will  be  used  for  these 
and  other  non-classic  target  tissues  such  as  the  thymus. 


Technical  Approach;  Determination  of  the  binding  capacity  and  affinity, 
steroid  specificity,  net  size  and  charge,  sedimentation  coefficient,  and  steady- 
state  kinectics  of  the  receptor  as  obtained  from  the  cytosol  of  male  and  female 
rats  of  varying  ages . 


Progress  during  FY-SO:  Progress  in  these  methods  has  been  made  -ising  the 
thymus  gland  as  a  model  and  the  already  accumulated  data  has  been  compared  to 
that  in  other  non-classic  as  well  as  classic  target  tissues  for  estrogen. 


Number  of  subjects  to  he  stucUed  before  completion  of  study; 
SeriousAme.xpected  side  effects  Ln  subjects  pai-ticipating  in  project: 


Conclusions:  _  ^ 

Estrogen  receptors  e:<ist 

female  rats  are  appear  to  be  similar  in 

of  other  receptors. 

Publications  or  Abstracts,  FY'-SO:  t-Pf 


in  the  thyroid  glands  of  both  male  and 
their  physico-chemical  nature  to  those 


33 


%<ors-:  unit  tip.; 


1381 


funds  utilized.  FY~80:  $426.20 

funding  Heouirenients . 
Personnel :  None 

EQuiDrr;ant :  None 

Supplies :  $6600 

Travel :  $500 

Other :  (2400)  $200 


V*  '  r 


$7300 


Title  of  Prujc;ot: 

hy  Mif'rop 


[ _ !■  J  P.pI 

Monsiii-.  of  r.r-- ro  i:i  FluiJ  -..'F  r.i !  ne-tl 

from  Fl'.:  i  ni  f  er.ius  Tiibiil'-;.  and  l>ii  d  idyno:' . 


Sro-ibir.g  Pate: 

2A  Mqv 

1  T/7 

bbstiir.at-ad  Co rnnlc' 

:  30  Sent  1983 

Principtd.  Ir.v  o 

.-.tigator; 

Robert  A. 

Vigersky  M.D.  >b\J  MC 

1 

Associate  Investigators; 


Facility:  V,TU.MC 


'Svc  Ky].e  I'ctabolir  i'nit 


Keywords;  Micropuncture;  se;-:  sCeroLd.3. 


Acc'diaulative  IviZDCASZ 
Cost: _ 0 _ 

FY-S olliDCASZ  Cos:; 


Accumulative  Contract  Acciuxmlacive  .Su;  ply 

Cost:  0 _  Cost:  _ 

_ _ Periodic  Re\lev/  Results; _ 

(to  l-ie  filled  in  by  DCI) 


Study  Objective;  study  the  control  of  spematogenesis  by  sex  steroids, 
parti  v.larly  estradiol  and  testosterone.  Also  to  inve.'tigate  the  nature  of 
the  ITood-testis  barrier  to  these  steroids  and  'c  other  substances. 


Technical  Approach:  Testicular  micropuncture  using  laboratory  fabricated 
gla-'  r.icropipKis  in  adult  male  rats.  Measurement  of  steroids  by  micro-methods 
of  n.iir)  immunoj;  isay.  Infusion  of  various  drugs  and  iormoociS  intro'/nnously  and 
measur'i-.mant  of  them  as  they  appear  in  the  seminiferous  tubule. 


Phrogr-iss  during  FY-30;  Methods  for  sim-.M  taneous  cannulation  of  the  jugular 
and  fern.''e.l  vein  have  been  developed  so  that  constant  infusion  and  blood  sam  lin 
can  he  accomplished .  A  study  of  tbs  anil  v_y  of  methotrexate,  n  co'-ir'.only  used 
a'.;^'~t  i  l'  'he  troai  nt  "f  mnl  i  ■■■lanci  es. ,  h.as  been  completed  sho:;i;i-  ICO  times  K'\.' 
N  •■■.her  of  subi'-^cts  to  '  -a  uhulied  l)6fyr?  '■•■'cmlePIon  of  phauv.  i-''  • 


Fart(/i;.s/,Lne;<]ie<jtf.'d  side  effects  in  :>ubjecmj  pa  .ticip;'.', bag  in  projeci; 


N/i 


Ct'.ar ■  usions.  blood-testis  harrier  e::i 
explain  the  reason  that  the  testis  is  a 


.  'for  the  drug,  methotrexate.  This  lua 
.‘•'quent  site  of  recurrence  of  ieukeria. 


Publications  or  Abst.-ncts,  FY-SO: 


isone 


Date:  1  Octob'  1?;S0  1  ProL^-icul  Nn: 

Status:  J.b-’.’.Ai  i'd 

■l-'inai 

Assessinc*’:'.  ol  the  Efficacv  oi  Itiabctic  Treatment 


Stiia'tln'^-  Date:  7  lll/  i  7 


iSstii.iatecl  ^'ornoletion.  Date;  preseiit 


Principtil  Invest! TinioLhy  M.  V.oehni,  LTC  MC 


Associate.  Inve-stigators; 

r.  Leapley,  R.D. 


jL'iicility: 


\VRAMC 


De.pt/ :a'c  ij;..r,artment  of  ClinLcal  ■  ;V'  s:ia;a:;': 


;on 


Kcylvords:  Clyco.-..  lated  hemoglobin,  diau-  res,  (lia^etic  diet 


Accumulative  ALEDC  mb’ 

I  Acc'.'mula.tive  Contract 

Accu  ;'.u.l.ifive  &..oi/.y 

Cost-  Sll, 'KbS.  00 

Cost; 

Cost:  bis,  821., m; 

FY-oO  ALEDCASc.  Cost; 


'ieiiodic  He’Aew  H.  .  -s: 
(to  be  filled  in  l.'jy  .-I) 


*Suidy  Objective: 
dial'.  Me  'hovapy. 


To  evaluate  the  respons-;.  of  heni-  i^lo’oin  AlC  to  modifica'.ions  of 


^Technical  Approach: 


'ae  attached  abstract. ) 


corr- .’•ite  rL■''pons^:3  to  diet  theimpy  with  changer. 


■  n  an  attempt  ^  n.'ade  to 

in  glycosylated  hermeg.^bins. 


*ProgTes3  durnig  FY-8t>:  None.  The  di'-titian  iiiterested  in  the  study  depa^-v^d  WFA.MC. 


.■tucli.id  'oefor.-;  e  >mi:'vrto".  of  .rtudv;  0 

Sorious/imexpT'  tsd  side 

mem  in  .',u'ojr;c:s  p;',-  ticipatmg  in  project: 

0 

Con.  ,;sio''s;  Sec  abstract.  Ir  brief,  p.atien'.s  ina''  ..mnifest  iinprovetncnt  in  bgiuIlC 
plus  glucose  in  res;  onsc  to  diet  ‘■h^-rapv  wi'hou'  losing eight,  indicating  that  di.  t  ttu-ra,jv 
may  be  efficacious  without  promoting  weigiit  luction. 

Publications  oi  Abstracts,  FY-3n:  Non.-.  '  .forts  are  being  made  to  g.ather  the  data 

for  publ.bniion. 


Dat'-:  10  Se;.t,  SO 


;rol  No:  1183 


LStatus: 


Tii-lc  of  Pi'oject: 


Ii'icrif:'.  X 


I'-iniil 


Sorial  changes  in  free  testostero-ie  during  pregnancy 


Staning'  Uata:  i  oyg _ _t'0 sti'aaatotl  Coin’A'-tioa  Pats: _ IjiM. 

Principal  la vestigator:  ^jL^an  R.  Glasis  101  ILU  MC 


Associate  laveslig:iiors; 
Thomas  Klein  IID  LTC  MC 


Facility: 


tniAMC 


Depfc/Svc  Kyle  Metabolic  Unit/  ObCyn 


Key  Words: 

free  testosterone,  pregnancy 


Accumulative  ilEDCASE’. 
Cost;  ® 


Accumulative  Contract 
Cost:  000 


FY-SO  f.LEDCAbS  Cost; 


0 


Accumulative  Eupply 
Cost:  $1,000 


PedocUc  Review  Ile£ult3;_ 
(to  be  filled  iu  by  DCI) 


Study  Ob je cave: 

To  determine  i)het;her  fi-'.r;  tnstostnroni:  Icwel.s  in  serum  change  duri.rg  early 
pregnancy  and  ohet’in;  c’-  r.<)rr:'. late  './ith  total  sex. 


i 


i  ’ 


•Technical  Approach; 

Measurement  of  i'otal  ati<i  free  testosterone  during  pregnancy. 


Progress  d.  •::-g  tt-b 

170  subje'  s  studied.  Assays  <'■'  tostosl  orone,  t'rne  l  a*  Lc  tterene,  and  DHT 
conplcted . 

hi umbec  of  s’  b ’ efts,  to  n;-;  s‘~:rUe'l  be ;orc_c'') ,n nle^on  of  :.-udv:  '< 0 _  _ 

b'ei-ious/ime.vpectcd  side  effects  in  subjects  participating  in  project: 
none 

Coi’.clusions: 

Free  testosterone  falls  ocdestly  with  i''rreasing  fetal  ag-'- .  Free  te.stostnrone  i.s 
not  correlated  with  fet.il  se;--. 

Publications  or  Ab.stract:;,  FY-SO; 

One  paper  a'.'  :';]  i  '  ed  I  ot-  pub  !  i  c. , i.  Ant . 


r> 


Work  Unit  No. ;  1385 


Funds  utilized,  FY-80: 

$8,000 

Funding  requirements, 

FY-81 

Supplies; 

$3, 000 

Travel; 

$1, 000 

Other; 

$4,400 

Date:  15 


Title  of  Project-^j^g  Effect  of  Delta-l-Tcstolactone  (Teslac) 
Male  Infertility. 


Starting  Dat; 


Principal  Investigator: 


stimated  Comnletion  Date: 


Robert  A.  Vlgersky,  M.D.  MAJ  MC 


tatiis:  Interim  X 


Rnnl 


•  IS81 


Associate  Investigators:  Allan  R.  Glass ,  Facility:  vamc, 

MAJ  ^fC 


Key  Words; 


iDept/Svc  Kyle  Metabolic  Unit 


Infertility,  male;  Testolactone;  Oligospermia 


Accumulati-ve  jNIEDCASS 
Cost: _ n _ 


FY-80  IkiDDCASi:  Cost: 


Accumulative  Contract 
Cost:  $3503 


Accumulati  ve  Supply 
Cost;  $7262,20 


Periodic  Eevievv  Results 
(to  be  filled  in  by  DCI) 


Study  Oujcctive:  improve  sperm  counts,  and  thereby  fertility,  in  men  with 

idiopathic  oligospermia.  To  study  the  mechunisca  of  the.  oligospermia  with 
repect  to  hormonal  parameters  and  response  to  itCG  and  IS'-',  and  to  investigate 
the  effect  of  lowering  estrogen  levels  and  blocking  estrogen  action  has  on 
the  basal  and  stimulated  levels  of  the  other  hormones. 

Technical  Approach;  ^rh  and  HCG  testing  along  with  hasal  semen  analyses  irs 
■performed  before  beginning  on  Teslac  1  Gm/day  and  Tamoxifen  20  mg/day'  orally. 

Semen  and  f’ormon.il  parameters  are  moriiiored  monthly  .and  the  HvOG  and  T.RH  tests 
are  repea  •  ..'d  at  the  ti.".  oi  prc;,;'aaiu;  n!'i-  ■  ■  1.  .  -.he  re;: ;  csri  .n 

ever  is  first. 

Progress  during  FY-30:  Twelve  men  were  entered  into  the  Teslac  alone  protocol,  wit.h 
a  100%  increase  In  sperm  counts  (11  or  '2  responding!  and  4  pregnancies.  Five 
men  have  been  begun  on  the  combination  of  Teslac  and  Tamoxifen. 

Number  of  subiects  to  ha  studied  before  completion  of  studv:  30 _ 

Serious/une;<pected  side  effects  in  subjects  participating  in  project:  None 

Conclusions:  Blocking  estrogen  formation  with  the  aromntase  inhibitor,  Teslac,  seftemr 
to  have  been  effective  in  increasing  sporra  counts  and  promoting  fertilil'.y  in 
men  with  Idiopathic  oligospermia.  Tamoxifen  may  provise  additional  benefit. 

Publications  or  Abstracts,  FY-80:  Vigersky,  R.A.  and  Glass  A.R.,  "Effect  of 
,^^-Testoldctone  (Teslac)  in  01 igospermic  Men,"J.  Andrology  1:67,  1.980. 


/ 


>iorK  Unit  lio.: 


1386 


funds  litilizeo.  FY-oO:  $10765.20 
fundlnn;  Kecuireirients .  $10,700 

Personnel :  Temporary  hire,  GS-O)  to  be  named 
Equipr-ent ;  None 
Su.BP.lie.s :  $2000 

Travel;.  .3500 

Other:  r  $B000;  (2400)  $300 


Date; 


10  Seot  80 


Protocol  No:  13S7 


Title  of  Itroject;  AccCe  responses 
prostate  carcinoma 


to 


estrogen 


:  j 

1  men  with  ^ 

1  Final 

St  artir.cc 


Dnia:  1973 


iSstimated  Coraoletion  Date: 


1932 


Principal  Investigator:  R  Glass  >10  >tAJ  MC 


Associate  Investigators: 


Key  \Y ords : 

estrogen,  LH,  prostate  carcinoma 


Facility: 

Dept/Svc 

Kyle  Metabolic  Unit 

Accumulative  ]\LEDC-\SE 
Cost: _ 

FY-80  IvIEDCAEE  Cost: 


Study  Objective: 


Accumulative  Contract 
Cost:  0 


Acciunularive  Supply 
Cost;  0 


Pai*iodic  Review  Results: 
(to  be  filled  in  by  DCI) 


To  deter;-.'. ii'.c-  v,'’>.o.thof  -lari  v/ith  prostat.e  care tuoma  rnsptre'.  to  -'C’jte  n.strogen 
admlnisttaCiui;  cliJ.'tevcntly  from  normal  men 


•Technical  Approach: 

Measurement  of  scrum  (,H  and  e.strogen  .ifter  .udmin.!.stration  of  an  acute  estrogen 
challenge 


Progres::  during  I’Y-dO; 

No  subjects  studied.  This  study  was  essentially  -lone  by  somecne  else  .'^nd  has 
recently  been  published.  Protocol  is  undergoing  evaluation  to  study  a  different 

subject  group,  as  per  recent  addendum. _ 

Number  of  subicctsto  bo  studied  before  completion  of  studv: _ is _ _ 


Date;  IProtocolNo;  1389 

Status:  Interim 

Title  of  Prefect; 

THe  effect  of  Dietary  Carbohydrate  on  T3  Receptor 

Startinac  Data:  1978  tsstir-.ated  Completion  Date: 

Principal  Investigator:  KEN^^ETH  D.  BURMAN,  LTC,  MC 

linal  XX 

3  . 

1  9S0 

RC  SMALLRIDGE,  LTC,MC 

AR  GLASS,  «AJ,MC 

YVONNE  LUKES 

Facility; 

WRAMC 

Dept/Svc  Dept  of  Med/ Endocrine 

Keywords; 

Carbohydrate/T3  re cep  tors 

AccumulatJ.va  IvIEDCASE 

Accumulative  Contract 

Accumulative  Sivpply 

Cost: 

Cost; 

Cost: 

L_  _ 1 

FY-80  i/lSDCASi:;  Cost; 

Periodic  Reviesv  Res  Lilts: 

(to  be  filled  in  by  DCI) 

Study  Objective; 

To  a s  c  t  t  a  1 . :  1!  c «  r  b  c 

ihy.-lrate  intake 

Ir. V  ■  j 

'  t  r  e c  e p  (:  r.  T' s  I  ev  e  ],  r;  . 

Technical  A.pproach: 

Isolate  T3  receptors  I'roni  rat  liver  and  so’v'bilize  receptor 


Progress  ■.luxing  FY--80: 

25  rats  studied  by  eating  79%  or  64%  carbohydrate  diet  and  then 
receptors  isolated. 

!  Number  of  subjects  to  be  studied  before  completion  of  shtcly: _ rats _ _ 

Seriou^/imexpected  side  effects  in  subjects  participating  in  project: 

.  <  o  n  e 


Work  unit  no. :  1389 


Funds  utilized,  FY-SO;  $1,075 
Funding  requirements,  FY-81: 


Personnel: 

Lukes 

Supplies : 

$2,000 

Other: 

400 

Travel: 

1,000 

Date: 


IProtocoI  No: 


i  J  V  u 


Stalais ;  lutferlm 


Title  of  Project: 

Investigations  Cone 

L 

I'inal 

erning  the  Physiology  of  lodothyronines 

Starting  Dale: 

{Sstimaiscl  Completion  Date: 

8-82 

Principal  Investigator: 

Kenneth  D.  Burman,  LTC,  MC 

Associate  Investigators: 


Facility; 


WRAMC 


Dept/Svc 


Dept  of  Med/Endocrine 


Key  Words.: 


lodothyfonine s 


Accuraitlative  IVIEDGASE 
Cost: _ 

FY-SO  i/IEDCASE  Cost: 


Accumulative  Coatracd: 
Cost: 


Study  Objective: 


Accumulative  Supoly 
Cost: 


Pez iodic  Eevie',/  Results 
(to  be  filled  in  by  DCI) 


To  suan  t  i.  r.a  I:  e  Cbe  factors  infliicing  iodo  thy  ronin  e 


conversions  . 


Technical  Approach: 

Serum  nicasurements  by  RIA  in  various  states. 


Progress  during  FY-SO; 

Develop  RIS  for  3,5  T2 


Number  of  subiscts  to  be  stud-ied  befox-e  completion  cf  shidy: _ 

SeriousAmexpacted  side  effects  in  subjects  participating  in  project:  ^g^e 


Conclusions:  There  is  decreased  extrathyroidal  conversion  in  fasting 

Publications  or  Abstracts,  FY-SO: 

Wray  HL,  Burman,  KD,  et  al  JCFM;  107:  nO,  19H0 


Work  unit  no. ;  1390 

Fimde  utilized,  FY-SO;  $20,000 

Funding  requirements;  FY- 


Supplies:  $5,000 


Titla  of  Project: 


Final 


Regulations  if  the  Initiation  of  Thyroid  Hormone  Action 


Starting  Date:  ^ 

tSstimatod  Completion  Data:  8-81 

Principal  Investigator: 

Kenneth  D 

.  Burman, 

LTC,  MC 

Associate  Investigators: 
Keith  Latham 

Facility: 

HRAMC 

Wartofsky,  L 

Yvonne  Lukas 

Dept/Svc 

Dept  of  Med/End a c rine- 

Key  Words: 


T3  receptors 


Accumulative  I.LEDCASS 
Cost: 


Accumulative  Contract 
Cost: 


Acciumulative  Supply- 
Cost: 


FY-SO  MEDCAS3  Cost: 


Pertodio  Review  PaJsults: 
(to  bo  filled  in  by  D  Cl) 


Study  Objective  ; 


To  determine  how  thyroid  hormones  work. 


■'Techriicai  Approacbi: 

Isolate  and  purify  T3  receptors 


•Progress  during  FY-80:  Block  T3  receptor  activity  with  Ipodate  and 

sulfhydryl  oxidizing  agents. 

! 


Number  of  subjects  to  be  studied  before  completion  of  study: _ all  animals 

Ssrioits/ime;<pected  side  effects  in  subjects  par-ticipating  in  project: 

none 


Conclusions:  receptor  has  acetylase  activity  -jnd  a  MW  of  about; 

50,000  Daitous 

Publications  or  Abstracts,  FY-SO; 


B  u  r  n  a  n  ,  L'  c  t  a  1  ,  K  o  r  m  o  n  o  M  e  C  a  h  Res:  T  n  pros" 


Work  unit  no:  1391 


i 

f  * 

f-  ■ 

K 

k' 

r  • 


Funds  utilized.  FY-80:  $20, 000 
Funding  requirements,  FY-81; 

Personnel:  Burman  and  Latham 
Supplies;  $b,  000 


I' 


% 


r 


Date:  15  Ociob^r  2  930 


I  Protocol  'NOj]_22r_ 


Title  of  Project:  Steroid  Transfer  across  the  Blood-Cerebrokpr!: 

Fluid  Barrier  in  the  Rhesus  Monkey. 


-ritiij:  Interim 
Final  y 


Startin:;;  Date:  27  Dec  1977 _ yEstixp.ated  Completion.  Date:  Completed 

Principal  Investigator:  Robert  A.  Vigersky,  M.D.  MAJ  MC 


Associate  Investigators; 

Faciliiy;  WRAMC 

1 

Dept/Svc  Kyle  Metabolic  Unit 

Key  Words:  Blood-Cerebrospinal  Fluid  Barrier 


AccumulaMve  MEDCASE 
Cost: _ Q _ 

FY-SO  au ’  ''jGASf=:  Coster* 


Accum»x!.ative  Contract. 
Cost:  0 _ 


Accumulative  Supply 
Cost:y.  0 


Periodic  Revlaw  Rs3ults:_ 
(to  be  filled  in  by  DCI) 


"Study  Obi 'Otivo:  I'o  deteraine  whether  or  noi:  different  ?:lucocorticoids  have 
varying  r.-ites  of  entry  into  the  CSF  from  blood. 


Techaic:i.i.  Approach: 

Injection  of  uulabeliecl  dexamethasone,  precnisone,  and 
cortisol  into  a  vein  and  measurement:  of  the  levels  in  peripheral  venous  blood 
and  CSF  v'-n  an  Otnmaya  reseriroir. 


Progress  during  FY-80:  No  experiments  were  performed  in  FY-80 


Number  of  subjects  to  be  studied  before  comnletion  of  study: _ _ 

Serious/unexpected  side  effects  in  subjeids  participating  in  project; 

N/A 

Conclusions:  None  of  the  steroids  measured  had  any  advantage  in  the  rate  of  eni; 
Into  the 


Publications  or  Abstracts,  FY-SO:  None 


Date; 

1  Protocol  No;  139  3 

(  Final 

Title  of  Project: 

T3  Receptors  in  Normal  and  Fasting  Rats 

Starting  Date :  1-78 

[Estimated  Completion  Date : 

8-81 

Principal  Investigator: 

Kenneth  D.  Burman,  LTC,  MC 

Associate  Investigators: 


>• 


Facility: 


WRAMC 


Dept/Svc  Dept  of  Med/ En  H  o  c  r  i  ne 


Key  Words: 


T3  r.eceotor/Fast.ine 


Accumiilative  MEDCASE 
Cost:  _ ' 


Accumulative  Contract 
Cost:  _ 


Acciunulative  Supply 
Cost: 


FY-80  IMEDCASE  Cost; 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective; 


To  measure  T3  receptors  in  rat  liver  during  facii'ng, 


Technical  Approach: 

Isolate  T3  recept'  '  in  fed  and  fasting  rat 


Progress  during  FY-SO: 

We  are  in  the  process  of  determining  why  T3 
receptors  decrease  in  fasting. 

Number  of  subjects  to  be  studiad  before  completion  of  study: _ rats 

Serious/unexpected  side  effects  in  subjects  participating  in  project; 
none 

Conclusions: 

T3  receptors  decrease  during  fasting 


Publications  or  Abstracts,  FY-SO; 


none 


Work  unit  no. :  1393 
Funding  requirements:  FY-Sl: 

Personnel:  Luicos,  Burman 
Supplies:  $2,000 


Date; 

1  Protocol  No;  139  5 

Status:  Interim  X 

Final 

Title  o£  Project:. 

T4  to  T3  Conversion:  Effect  of  Modulation  of  Glucose  Metabolism 

bstimatecl  Completion  Date: _ 8J^ _ 


Starting  Date: 


TT 


Principal  Investigator:  Kenneth  D.  Burman,  LTC,  MC 


Associate  Investigators: 


Facility: 


WRAMC 


Dept/Svc 


Dept  of  Med/Endocrin 


Key  V/ords:  •  Glucose  /!•' 

:  conversion 

Accumulative  IVIEDCASE 
Cost: 

Accumulative  Contract 
Cost: 

1 

Accumidative  Supply 
Cost: 

FY-80  IVIEDCASE  Cost: 

- - 1 

Periodic  Review  Results; 

(to  be  filled  in  by  DCI) 

Study  Objective:  To  study  the  mechanism  by  which  glucose  increases 
T4  to  T3  conversion  in  rat  liver- 


Technical  Approach: 

Hepatic  isolation  and  quantitation  of  Ti  conversion. 


Progress  during  FY-80: 

Have  shown  that  sulfhydyl  groups  and  glucose  increase 

enzyme  activity 


Number  of  subjects  to  be  studied  before  completion  of  study:  r 

Serious/unexpected  side  greets  in  subjects  participating  in  project: 


Conclusions:  Glucose  enhances  T4  and  T3  conversion 


Publications  or  Abstracts,  FY-SO:  None 


Work  unit  no. : 


1395 


Funds  utilized,  FY-SO; 

Funding  requirements. 

FY-81; 

Personnel: 

Yvonne  Tukes,  Kenneth  D.  Burman 

Equipment; 

Supplies: 

$3,000 

Travel; 

400 

Other: 


t 


Date: 

1  Protocol  No ;  13  9  6 

Status:  Interim  ^ 

Final 

Title  of  Project; 


T,  to  T.  Con\iersion:  Effect  of  Somatostatin  Administration 

4  j 


Startina:  Date: 

lEstimated  Completion  Date;  8 1 

Principal  Investigator: 

Kenneth  D . 

Burman , 

LTC,  MC 

Associate  Investigators: 

Facility: 

WRAMC 

i 

Dept/Svc 

Dept  of  Med/Endocri::e 

[  " 

Key  Words:  Soma  t  os  t  a  t  ion/T4  conversion 


Acciimulafive  IVIED  CtVSE  Accumulative  Contract 

Cost:  _ Cost: _ ^ _ 


Accumulati.ve  Supply 
Cost; _ 


FY-SO  MEDCASE  Cost: 


Periodic  Review  pLesults: 


(to  be  filled  in  by  DCI) 


Study  Objective:  To  determine  if  soma  to  s  ta  t  ion  alter  T4  conversion 

and  T3  receptors  and  also  to  determine  if  soma tos ta tion  receptors  are 
altered  by  thyroid  hormone  levels. 


Technical  Approach; 

Somatostatin  receptor  in  thyroid  and  pituitary  gland, 
somatostatin  RIA,’  T3/T4  receptors 


Progress  during  FY-30: 

Have  developed  assay  for  measuring  somatostatin  rerepto 
in  thyroid  and  pituitary  gland ^ _ 

Number  of  subiccts  to  be  studied  before  completion  of  study:  rats _ 

Serioiis/unexpected  side  effects  in  subjects  paiiicipating  in  project; 


Conclusions:  Thyroid  hormone  probably  alters  somatostatin  receptor 

levels 


Publications  or  Abstracts,  FY-SO; 


None 


Work  unit  no. : 


1336 


Funds  utilized,  FY-80:  $1, 554.  94 
Funding  requirements,  FY-81: 

I 

Personnel;  yvonna  Luices 

Equipment: 

Supplier-:;  $2,000 

Travel:  400 


Other: 


1,000 


Date: 


Protocol  No;  13  9  7 


Stains:  Interim  x 


Final 


Title  of  Project:  - 

The  effect  of  Various  Metabolic  Conditions  on  T3  Receptors  in 
Circulating  Mononuclear  Cells. 


Starting  Date; 


stimated  Completion  Date ;  8  2 


Principal  Investigator:  Kenneth  D.  Burman,  LTC,  MC 


Associate  Investigators: 

I..  Wartofsky,  COL 
Keith  Latham 


Facility: 


WRAMC 


IDept/Svc  Dept  of  Med/Endocrin 


Keywords: 


receptors 


Accmc'dafve  aLEDCASE 


FY-80  J.IEDCASF  Co 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost; 


Periodic  PiBview  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  Measure  T3  receptors  in  various  illnesses  and 
quantitate  and  correlate  T3  receptor  activity. 


Technical  Approach; 

Set  up  T3  receptor  assay  and  set  up  acetylase  enzyme 

activity. 


Progz’ess  during  FY-80: 

Develop  acetvlase  activity 


Number  of  subjects  to  be  studied  before  comoletion  of  studv:  3  0 


Serious/une:<pected  side  effects  in  subjects  participating  in  iiroject: 
None 


Conclusions.  probablv  regulates  acetylase  activim 


Publications  or  Abstracts,  FY-SO: 


Burman,  ec  al  JCEM  51:106.80 

Maxon,  P  remach. anura  NF.JM,  M.ay  2  9  8  0 


■t  :  n 


Work  \\nit  no. :  1397 

Funds  utilized,  FY-80; 

Funding  requirements,  FY-Sl: 

Personnel:  Djuh,  Latham,  and  Biirnian 

Equipment: 

^S^pplies:  55,000 

Travel ; 


Otlicr; 


t 

iiW  wBPVi'i  1 1 1 1  m  i 

j  Protocol  No: 

Status;  Interim 

liahia: 

Title  of  Project;  Studies  on  tr^e  pau;uyeiu.'.sis  ui  nvijoudictaiuo 

in  tumors  associated  with  osteoblastic  metastases 

Startina'  Date;  dune  1978 

Estimated  Comoletion  Date;  30  Sep  1982 

^  .  Robert  C.  Smallridge,  LTC,  MC 

Principal  Lnvestigator:  Linton  Wray,  LTC,  MC 

Associate  Investigators: 
Marcus  Schaaf,  M.D. 

.[■’acility:  WRAMC 

John  Korton,  M.D. 

Ptichard  C.  Diir.cnd,  LTC,  M( 

- 

Dept/'Svc  Kyle  Metabolic  Unit 

1 

Key  Words;  Lypccalccmia,  . 

-■steoblasts. 

cancer 

Accumulative  MEDCASE 
Cost: 

Accumulative  Contract 

Cost: 

Accumulative  Suppiy 
Cost:  $2,900 

FY-SO  MEDCA3E  Cost; 


Ncr.e 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


•Study  Objective:  To  detem-dne  whether  the  hypocalcemia  seen  in  seme  patients  v,ith 
osteoblastic  rrietastases  is  due  to  hypepara thyroid,  secondary  hyperparathyroidism, 
an  atnorTrality  in  vitamin  D  metabolism,  or  an  unidentified  humoral  substance  with 
osteoblastic  activity. 


Technical  Approach; 

(1)  24  hour  urines  for  calcium,  phosphate,  creatinine 

(2)  Seram  for  Ca,  PC4,  Mg,  alkaline  phosphatase,  parathyroid,  vitamun  D  meta’oolj. 

(3)  Calcium  and  parathormone  infusions 

(4)  Bone  marrow  biopsies  for  tissue  culture  to  test  in  vitro  the  cells'  ability 
to  incorporate  "^H-proline  into  collagen. 

Pi’ogress  during  FY-80:  Vitamin  D  metabolite  assays  are  ..early  ready  i:o  util.,  .-e. 
The  results  of  our  first  patient  have  been  reported,  on  the  article  accepted  for 
publication. 

Number  of  subjects  to  ha  studied  bel'ora  completion  of  studv:  8 _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project; 


Conclusions:  Deferred 


A'^-.er  J  Med  (Ln  press) 


Publications  or  Abstracts,  r  Y-SO: 


Work  imit  uo. :  1398 


Funds  utilized,  FY-80;  $2,255  (2600) 

Funding  requirements,  FY~81: 

Personnel;  Delbert  Dawson  GS-11 

.  Gerald  M.  Sheldon  SP-6 

Equipment;  Automated  RIA  System  (FY -81  MEDCASE) 

Supplies;  $2,500 

Travel;  500 


Other: 


1,000 


Date:  10  Oct  1980 


ll^otocol  No;  139' 


Status;  lutcriin 


L 


Title  of  Project;  assessment  of  parathyroid  hormcne  (PIH) 

levels  in  normal  subjects  and  in  patients  with 
disorders  of  calcium  metabolism. 


Stortir.?  Date:  Mav  1978 


lEsfcimatvd  Completion  an  igpo 


Principal  Investigator ;  Pot«rt  C.  Smallridge,  LTC,  MC 
_ _ _ H.  L.tnt.or.  V.’ray  T.TT  f/r - 


Associate  Investigators: 

Marcus  Schaaf,  M.D. 

Richard  C.  Dimond,  LTC,  MC 


Facility:  t\R^MC 


Dept/Svc  Kyle  Metabolic  Unit 


Key  Words: 


Parathormone 


Accumulative  iVIEDCASE 

Accumulative  Contract 

Accumulative  Supply 

Cost;  Kone  j 

1 

! 

Cost;  Sl,?00 

_  _ 

FY-SO  MEDCASE  Cost: 

None  1 

Periodic  Preview  Results: 

j 

(to  be  filled  in  by  DCI) 

Study  Objective;  To  establish  the  ranges  of  serum  PHi  levels  in  normal  subjects 
and  patiaits  with  metabolic  disorders. 


Technical  Approacn:  Venipuncture  for  blood  samples  to  measure  PTH  levels. 


Progress  during  FY-RO:  Although  we  have  a  research  qual'  cy  PTK  antiserum.,  :.-a 
shortage  of  laboratory  persomel  i'-as  prevented  the  develcpinent  of  this  important 
redioiirr'.unoassay  to  date. 


Number  of  subiects  to  be  studied  before  completion,  of  studv:  mo 

Serious/une:<pected  side  effects  in  subjects  participating  in  project: 

Kone 

Conclusions:  referred 

Publications  or  Abstracts,  FY-SO:  Ncne  expected.  Reference  ranges  being  established. 


•«  « 
i  i.  « 


Work  unit  no. :  13 9& 

Funds  utilized,  FY-80:  $i,  129  (2600) 

Funding  I'equirements,  FY-Sl; 

Personnel:  Vincent  M.  Butler,  GS«0S 

Equipment; 

Supplier};  ^2 .  :S00 

Travel;  $500 


Other: 


$1,500 


Date: 

1  Protocol  No;  1  300-  7  8 

Statits:  Interim  X 

Title  ox  Project; 

The  Development  of 

Knal 

a  Radioimmunoassay  of  ~r i i o d o t hy r oni ne 

Starting  Dale;  7  8 

81 

Principal  Investigator: 

Kenneth  D.  Burman,  LTC,  MC 

Associate  Investigators: 
L..  Wartofsky,  COL 

RC  Smallridge,  LTC 


Facility: 


WRAMC 


Dept/Svc  Dept  of  Med/Er. docrine 


Key  Words: 


Radioimmunoassay 


Accuciudativa  IMGDCASE 
Cost:  _ ' 


Accumulative  Contract 
Cost; 


Accumulative  Supply 
Cost: 


FY-SO  IVlEDCASE  jQciSt:' 


Periodic  Ile\'iew  Results 
(to  be  filled  in  by  DCI) 


■Study  Objective:  To  develop  radioimmunoassay  for  thyroid  hormones 


Technical  Approach: 

Conjugate  and  inject  rabbits  and  then  bleed 
occasionallv  and  check  for  antibodies 


Progress  during  FY-SO: 

Antibody  developed  for  3,i)T2 


Number  of  sub'fects  to  be  studied  before  completion  oF  stiidv:  rabbits 

SerioiisAmermected  side  effects  in  subjects  participating  in  project: 
None 

Conclusions: 

None  yet 

Publications  or  Abstracts,  FY-SO: 


Pangaro,  .LP,  Burnan.KD.  et  al  JCEM  50:1  30,  1980 


Work  urdt  no, ;  1300-73 

Funds  utilized,  FY-80; 

Funding  requirements,  FY-Sl: 

I 

Personnel:  Barman 

Equipment: 

Supplies:  $2, 000 

Truvel; 


Other: 


Date;  15  October  1980 

1  Protocol  Nol^®! 

Istatus: 

Interim 

Title  of  Project;  The  Effect 

of  ^^^-Testolactone  (Teslac)  on  5- 

1 

Final 

alpha  Reductase  in  Rats. 

Starting  Date:  24  Jan  78 

Estimated  Coninletion  Diite; 

30  Sept 

81 

Principal  Investigator: 

Robert  A.  Vigersky,  M.D.  MAJ  MC 

Associate  Investigators: 


Facility:  VKtVAC 


[Dept/Svc  Metabolic  Unit 


Keywords:  Teslac;  Receptors;  5-aopha  Reductase. 


Accumulative  MEBCASE 
Cost:  0 

Accumulative  Contract 
Cost;  0 

r  Accumulative  Supplv 

1  Cost;  5394.40 

1 

FY-SO  jVlEDCASE  Cost:  0  1 

Periodic  Review  Residts; 

(to  be  filled  in  by  DCI) 

i 


Study  Objective;  To  determine  whether  or  not  the  anti-androgenic  activity  of 
Teslac  in  vivo  is  due  to  its  ability  to  interact  with  the  enzyme  that  converts 
testosterone  to  dihydrotestosterone. 


Technical  Approach:  Mer -uremcnt  ot:  dihydi.>.<'.  .l  ost  rn'one  level?:  n  blood  Oi..a'jried 
from  iumiature  castrate  rats  given  either  testosterone  alone  or  testosterone  pint 
Teslac.  Also,  measurement  of  the  in  vitro  ability  of  Teslac  to  prevent  the 
conversion  of  testosterone  to  dihydrotestosterone  by  rat  propstate  cytosol. 


Progress  during  FY-80:  it  would  appear  that  Tc<:lac  does  not  have  any  ant.:  i  n:?..  !! 
activity  and  that  its  anti-androgenic  effect  it  via  its  ability  to  interact  witij 
the  androgen  receptor 


Number  of  subjects  to  ha  studied  before  ccmnleiiou  of  study. _ ' 

Serious/ime.^ectecl  side  effects  in  subjects  participating  in  project;  .n/a 


Conclusions:  Teslac  is  an  anti-anJ.rogen  as  well  as  inliibiting  estrogen  activity 

via  anti-receptor  activity,  turther  studies  are  in  progress  to  characterize 
Teslac's  ability  to  interact  with  the  estrogen  receptor. 

Publications  or  Abstracts,  FY-SO:  vigersky,  R.A.,  Mozingo,  D.,  Eil,  E.  I’uroiii  :  ,  V 
and  Sruton,  J.,  "Anti-androgenic  Properties  of  Delta-l-Testolactone  (Teslac) ,  'End 


Date:  ucLooer  ivou 


I  Protocol  No:  1303-78 


Status;  Interim  X 


Title  of  Project:  stucji0s  op  the  Alterations  in  Drug  Metabolism 
in  Hyperthyroidism. 


Final 


Startin?  Date:  Mnr  7H 


Fstimatcd  Comnletion  Date:  30  Sent  81 


Principal  Investigator: 


Robert  A.  Vigersky,  M.D.  MAJ  MC 


Associate  Investigators; 

Facility:  I'lNAMC 

Dept/Svc  Kyle  Metabolic  Unit 

Keywords;  Hyperthyroidism;  Methimazole,  Dexamethasone 


A  ;,-oumi.ilative  IVIED  CASK 
Cost: _  0 


Accumulative  Contract  ' 
Cost:  0 


FY-80  IviEDCASE  Cost: 


Accumulative  Supply 
Cost;  0 


Periodic  Review  Results; 
(to  be  filled  in  by  DCI) 


Stucy  Objective;  •jq  determine  if  changes  in  metabolism  of  drugs  used  to  treat 
hyperthyroidism  are  due  to  the  elevated  thyroxine  levels,  themselves,  or  mediated 
th  rough  beta-adrenergic  effects. 


Techmcal  Approach:  xhe  half  lives  and  plasma  j.evels  of  de.xamethasone  and 
methimazole  will  be  measured  after  intravenous  injection  while  the  patients  are 
hyper thyroid  and  after  treatment  with  beta-adrenergic  blockade.  They  will  be 
studied  again  after  being  rendered  euthyroid  by  the  appropriate  therapy  as 
clinically  indicated. 


Progress  during  FY-80:  patients  W,-  co  accrued  into  this  protocol  during 

rV'-80  due  to  the  departure  of  the  participating  Fellow. 


Number  of  subjects  to  he  .shicUecl  before  completion  of  studv:  10 _ 

Serious/une.'cpected  side  effects  in  subjects  participating  in  project: 

None 

Conclusions:  The  blood  awaits  analysis  and  therefore  results  are  currently 
unavailable . 


Publications  or  Abstracts,  FY-SO: 


None 


1303-78 


d.  FY-oO : 


rensnts,  53000 

_ :  None  ' 


$3000 


Date: 

I  Protocol  No:  1304-78 

Status:  Interim 

Title  of  Project: 

1  mm. 

•  Radioactive  assessment  of  cardiac  function 
in  patients  with  acrenegaly 

Starting  Date: 

July  197S  [Estimated  Comoletion  bate; 

IS  rronthiS 

Principal  Investigator;  Robert  C.  Smallridge,  LTC,  MC 

I 

Associate  Investigators: 
Marcus  Schaaf,  M.D. 
Mitchell  Mutter 
Wha.  Oetgen 

Douglas  van  Nostrand 


Facility;  V.mvc 


Dept/Svc  Kyle  Metabolic  Unit 


Key  Words: 


Acror.egaly/ cardiac  function 


Accumulative  MEDCAS.E 
Coat: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


FY-SO  aiEDCASE  Cost; 


Periodic  Preview  Resvilts: 

(to  be  filled  in  by  DCI) 


Study  Objective:  To  determine  whether  acrornegalic  patients  rray  have  inpaired 

left  ventricular  (LV)  function 


Technical  Approach; 
scans,  this  procedure 
serun:  albumin 


LV  function  studies  using 
involves  the  inject-ion  of 


jrulbiplegated  acquisition  (NU 
^rechneti’jm  labeled  humari 


GA.) 


Progress  during  FY-80:  An  additional  15  patients  have  been  studied  (total  of 
38) ,  Tne  data  are  being  ccmpilec  now  for  a  manuscript. 


Number  of  subjects  to  be  s hjdied  before  completion  of  study;  Open  endec  -  all  new  acremec 
SeriousAmexpected  side  effects  in  su’ujects  piu'ticipating  in  project;  t;cne 


Conclusions;  Many  acromegalic  patients  have  abnormal  LV  function,  despite 
successful  therapy  for  their  acr'Cmegaly. 

Publications  or  Abstracts,  ITY-SO:  Clinical  Research  28:  19SA,  1980 


1  ^  t 


v.'srk  Unit  No: 


1304-78 

Fy-8Q: 


Uwilizgd, 
nir-f^i'rn  Reauirar.er.ts,  Fy-Sl; 

Personnel:  $500.00  (McAnally,  Ktiffler,  Bruton,  Martin) 

Sjuitrr.ent:  jjQne 

Supplies:  $400.00 

Travel:  $500.00 

Other;  Reprints  $300.00 


1 


Date: 

I  Protocol  No:  1305-78 

Status:  Inter i in 

XJSXK 

iitie  01  a^roject:  Breast  carcincma  and  thyroid  honocne  receptors 

Starting  Date:  julv 

[Estimated  ComoletLon  Date: 

1  vr 

Principal  Investigator:  Robert 

C.  Smallridge,  LTC,  N.C 

i 

Associate  Investigators:  Facility: 

Keith  Latham,  Ph.  D.  _ 


Depl/Svc 


Key  Words: 


Thyxcid  honr.cne/  breast  cancer 


Accumiilativa  iVIEDCASE 
Cost: _ 

FY-80  1/tEDCASE  Cost: 


Accumulative  Contract  |  Accumulative  Suppi  y 

Cost:  _  I  Cost: 


Periodic  Preview  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  rj-Q  (determine  v/hether  thvxoia  hormone  receptors  can  be  identified 
in  human  breast  carcinoma. 


To canical  Approach:  timor  is  frozen  in  liquid  nitrer 

a  receptor  binding  assay  (Lathan  ^  al .  J  Biol  Ch.sm  251:  7388 


and  processed  Ln 
1971)  . 


Progress  during  FY-SO:  -j-pg  data  fron  our  preliminary  study  \vas  pub].:  shed  in  an 
abstract.  Corpleticn  of  the  study  is  dependent  upon  sane  parallel  work  being 
done  in  a  tumor  bearing  strain  of  mice. 

Number  of  subiacts  to  he  studied  before  completion  of  study: _ None  plarned _ 

SeriousAuiexpected  side  effects  in  subjects  pjaidcipating  in  project: 


Conclusions.  Thyroid  hormone  receptors  exists  in  human  breast  cancer, 
significance  is  unknown. 

Cl.inical  Pesearch  28:  421A,  1980. 


Publications  or  .-Vbstracts,  Fl'-SO: 


1305-7S 

ilizec,  FY-80: 

Renuirerents .  Ff-Sl: 

irsorp.el;  $500,00  (iMcfinally,  Kuffler,  Bruton,  Mejrtin) 

Ejuiment :  None 

Suopli^:  $400.00 

Travel;  $500.00 


Other; 


Reprinta  $300.00 


Work  unit  no. :  1307-78 

Funds  utilized,  FY-SO: 

Funding  requirements,  FY-81: 

Porsonnal:  eurmau 

Equipment: 

Supplies:  ^32,500 

Travel; 


Other: 


Date:  22  Oct  80 

t Protocol  No;  1300-79 

Status;  Iiiterim 

Title  of  Project:  Measurement 

1  xKxaJ: 

of  Iodothyronines  by  HPLC 

Startina:  Date:  18  Auo  30 

Estimated  Comnletion  Date; 

IS  °7 _ 

Principal  Investigator:  Kenneth  D.  Burman,  LTC,  MC 


Associate  Investigators; 

Rudolph  Bongiovanni,  CPT,  MC 

Facility: 

WRAMC 

Dept/Svc 

Kyle  Metabolic  ’'nit 

[ 

Key  Words: 


HPLC 


Accumulative  MEDCASE 

Accumulative  Contract 

Accumulative  Supply 

Cost: 

Cost: 

1 

Cost: 

_ 1 

FY-80  I.IEDCASE  Cost: 

Periodic  He 

view  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective:  measure  iodothyronines  by  HPLC 


Technical  Approach: 


Use  of  HCLP 


Progress  during  FY-30: 


We  can  accurately  measure  T.  and  T-, 

4  j 


Number  of  subjects  to  he  studied  before  conrjlel.ion  of  study: _ 

Serious/iLnerN-pectcd  side  etfects  in  subjects  paiiicipatuig  in  project: 


Conclusions: 


Publications  or  Abstracts,  FY-SO: 


none 


Work  uxdt  no. ; 


1300-79 


Funds  utilized,  FY-80:  $2,883.80 

Funding  requirements,  FY-81; 

I 

Personnel:  Bongiovanni 

Equipment: 

Supplies:  $4, 000 

Travel;  500 


Other; 


500 


Date:  23  Oct  80 


I  Protocol  No:  1301-79 


Status: 


Title  of  Project:  Effect  of  various  metabolic  conditions 
and  receptors  cn  circulatory  cells. 


Interim 

mm. 


Startinor  Date;  l  Jan  79 

Estimated  Comoletior.  Date: 

1  Jan  82 

Principal  Investigator: 

Kenneth  D.  Burman,  LTC,  MC 

Associate  Investigators : 

Yin-Ying  Djuh,  GS-11 

Facility: 

VRiWe 

Leonard  Wartofsky,  COL;  MC 

1 

Dept/Svc 

Kyle  Metabolic  Lhit 

! 

Keywords:  receptors 


Accumulative  J.IEDCASE 
Cost: _ 


Accumulative  Contract  Accumulative  Supply 

Cost: _  Cost:  _ 


FY-SO  ilEDCASE  Cost; 


Periodic  Preview  Results; 
(to  be  filled  in  by  DCI) 


Study  Objective;  To  quantitate  T2  ireceptcrs  and  ocetylase  activity  in  white  cells 


Technical  Appro ?h: 


125, 


binding  to  whi-..  cells. 


Progress  during  FY-80:  Have  determined  that  T,  and  receptors  increas  in 

fasting. 


Number  of  subjects  to  be  studied  before  completion  of  study:  about  12 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions: 


Pviblications  or  Abstracts,  FY-SO:  none 


r 


! 


Work  unit  20.:  1301-79 

Funds  utilized,  FY-80; 

Funding  requirements,  I’Y-Sl: 

Personnel:  Wartofsky,  Burman,  Djuh,  GS-11 

Equipment; 

Supplies:  ;54^  500 

Travel:  500 

0th 


ler 


Date:  T5  o,"tobgr  1930 _ iProtocol  ^Co:  1302-79 


Status:  Interim  ^ 


Title  of  qJ  Gonadal  Damage  in  Men  Treatec 


Final 


with  Cohbination  Chemotherapy  for  Hodgkin's  Disease  and 
Histiocytic  Lympi’.omas. 


Staxtin^Dat&j^TNovlQTS 


[Sstimated  Comoletion  Date:  TITSepT'oT* 


Principal  Investigator:  Robert  A.  Vlgersky,  M.D.  MAJ  MC 


Associate  Investigators: 

Ramona  Chapman,  M.D.  MAJ  MC 

Jeffrey  Berenberg,  M.D.  LTC  MC 

Facility: 

WRAMC 

Dept/Svc 

Kyle  Metabolic  Unit 

ivey  Words.  Azospemia;  ^od^’ki'  s  nis<»a;;  ';  chemotherap'- . 


Accunuilative  jVIEDt'ASE  !  Accumulative  Contract  Accumulative  Supply 

Coat: _ g _  j  Cost:  S400Q _ Cost:  ^ 


FY-80  MEDCASE  Cost: _ n 


Periodic  Review  Results; 
(to  be  filled  in  by  DCI) 


Study  Objective: 

Azospermia  is  an  inevitable  outcome  in  men  treated  with  chemotherapy 
for  Hodgkin's  disease  and  other  malignancies.  Decreased  libido,  potency  and 
diminished  ability  of  the  Leydig  cell  to  secrete  testosterone  are  also  side  effects 
of  the  therapy.  The  aim  of  this  study  is  to  protect  these  men  from  the  ravages  of 
the  chemotherapy  by  the  pre-treatment  suppression  of  their  pituitary-gonadal  axis 


with  high  dose  testosterone. 

Technical  Approach:  Seminiferous  tubular  and  Leydig  cell  fur.ct-ion  ate  r'ir.cer,.ced 

bet  •:&  and  after  treatment  with  chemotherapy,  .tefore  beginning  the  therapy, 
the  patients  are  randomized  into  a  control  or  treatment  arm  of  the  protocol.  The  lat 
receive '  testosterone  enanthate  200  mg  i.m.  weekly  beginning  1-2  week  before  cuertio- 
therapy  is  begun  and  continuing  throughout  the  duration  of  their  therapy.  Follow-up 
evaluation  is  performed  at  6  month  intervals. 


Progress  during  FY-SO:  6  men  have  been  entered  into  the  protocol;  Leydig  cell 

and  seminiferous  tubule  function  have  been  assessed  in  these  plus  an  additional 
4  men  who  refused  participation. 


Number  of  subiects  to  be  sbudied  before  completion  of  .study:  30 _ 

SeriousAme.ypected  side  effects  in  subjects  participating  in  project: 


Conclusions:  with'Hbdgkin's  disea'se  have,  in  some  ,' “pt  ULI  eaL.:.cuL 

abnormalities  of  seminiferous  tubular  and  Leydig  cell  function. 


Publications  or  Abstr.icts,  FY-SO: 


None 


DATE:  30  Sepcc^.ber  1980  "l^ROTOCOL  NO:  1302-79  _ _ !  STATUS:  /.literirg _ 

TITLE  OF  PROJECT:  WRAMC  #  7310  L _ - 

Prevention  of  '’-onadai  Daraoe  in  Man  Treated  with  Combination 
Chem.otherapy/daciiotherapy  for  Hodnkin’s  Disease  and  kon-Hodgkin ' s 


START1Nc“daTE;  ■  1  ESTIMATED  COMPf.KTKtM  DATE:  1983 


PRINCIPAL  INVESTICATOR:  -Tpnum  _ _ _ 


FACILITY:  Walter  Ueed  Army  Medical 
■  Center  _ 


SERVICE:  Henatolosy-Oncology 

Deoartnent  of  Medicine 


SSOCIATE  INVESTICATORS ; 

.  Vi^ersky 
J.  Berenberg 


KEY  CORDS: 


ACCin-fJLATlVE  MEDC;\SE 
COST:  . _ 


FY-80  MEDCiSE  COST: 


ACCUMULATIVE  CONTRACT 
COST: 


ACCUIiULATIVE  SUPPLY 
COST :  _ _ _ 


PERIODIC  REVirW  PENULTS 


STUDY  OBJECTIVE: 

To  ascertain  if  testosterone  administered  during 
chemotherapy  will  proteiirt  germ  cells  from  total  extinction 
in  men  with  lymphoma 


TECHNICAL  APPROACH;  Man  are  tested  for  ferti  lity  status  and  then 
randomized  to  receive  eitlier  no  hormone  therapy  or  testosterone 
enar.thate  v/aekly  unti  1  one  month  :  after  the  end  of  chemotherapy 
Post-therapy,  m~n  are  re-evaluated  for  lortility  status  up  to 
2  years  later. 


PROGRESS  DURING  FT'-SO;  15  nien  have  been  evaluated  ■:vith  Ho 
Disease  an<'  four  of  these  will  •  not  be  n-ter 

r’er-guse  th  declir,  .-d  foil'...''  'u,'  (  ■.  v.c  ju.v.- 

vasectomy  '\  •  )  .  Four  patients  hav.-  been  pj.iced  or.  the 
nen-Hodgkii  1  ’ s  lymphoma  arm  of  the  study. 


th  liodokin's 


.hera''t 


TO  BE  STUDIED  BEFORE  COMPf.ETION  OF  STUDY: 


SERIOUS /UN£>r?ECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTrClPATlNG  IN  PROJECr: 


CO.'.’CLUSIO.NS :  It  is  too  early  to  reach  conclusions, 

oanar  of  a’uctract  suVim itted  to  ASf'O  for  1051. 


See  attached 


PU  3LI  CAT  IONS  'Vi'S TRACTS  ,•  FY'-SO  ; 


Abstract  submitted  for  rubli cation. 


1 


work  Unit  lio.:  1302-79 


funds  utilized.  Fl'-SO:  $4000 
funding  Hecjuirenisnts .  fY-Ll:  10,800 


Personnel :  None 


Eauionient:  None 


Supplies :  $1000 


i  r’avei : 


Qtherj_  (  2572)  $9000.;  (2400)  $300 


Data  : 


I  Protocol  No: 


StatoLs:  Interim 


Starting  Date; 


stimated  Comoletioa  juate:  septemier  1981 


Principal  luvestisator:  Prentice  Tharipson,  LTC,  MC 


Associate  Investigators: 
Kenneth  D.  Burrnan,  LTC,  MC 
Lecaaard  Vfertofs'Ky,  COL,  t-C 
Michael  W,  Potter,  MAJ,  MC 
Frances  D.  IVright,  GS-11 


Keywords: 


Facility;  l^RAMC 


Dept/Svc  Kyle  Metabolic  Unit 


Accumulativs  iVIKDCASE 
Cost: _ _ 


FY-80  MSi)CAS5  Cost; 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Periodic  Do  view  Eesults;_ 
(to  be  jBlled  in  by  DCI) 


'Study  Objective:  to  determine  what  role  the  CSF  plays  in  the  transport  of  thyroid 
hormones  into  tlie  central  nerv’ous  system  (asS),  and  what  role  thyroid  hormones  in 
the  0;S  might  play  in  various  cisea,3e  states. 


Teclmic&l.  Approach:  cSF  of  p^itients  undsrvjoing  luiioar  puncture  for  various 
disease  states  (such  as  herniated  disc-  ciLsea::c,  pituitary  turr.or,  or  renir.gitis) 
will  be  stT.di.ech  Oae  to  two  ml  of  CSr'  fc-eycp/'i  that  re;|i.-lred  for  rcutin.e  CSF 
analysis  •kii  lx:  cbtu  icu.u  xirarvut  oC  it,  vl,..  rit  .and  c...  a., . 


Progress  daring  FY-SO:  Preliminary  results  obtained  cuid  m  cxipt  submitted 
for  pufaliwation  26  Sept  80. 


Number  of  subiscfcs  to  be  studied  before  comnletion  of  study: 


Serious/ur.expecfced  side  effects  in.  subjects  p;irticipating  in  project; 


Conclusions: 


Publications  or  Abstracts,  FY-SU:  Submitted  for  puldication  2c  .Sept  15S0 


i  /  n 
^  S-L 


Date: 

iProtocol  No:  1305-79 

Title  o£  Pi-oject; 

Thyroid  function  in  liver  disease 

1  Final 

Starting  Date: 

Estimated  Comoletion  Date: 

Terrrd  rated 

AccumvO, stive  AISDCASK 

1  Accumulative  Contract 

Accumulative  Suppdy 

Cost:  ^'bne 

Coat:  None 

1 

Cost;  None 

L  -  J 

FY-SO  ALbinCASE  Co.A;  None 

Periodin  Ds 

view'  Pesiilts; 

1  (to  be  filled  in  by  DCJ) 

■study  Oh:j€ct'.ve;  To  determine  whfrtiher  alterations  in  binding  proterir.s  seruiri 
hormones  are  rospcnsibla  for  the  abnorroaLities  in  thyroid  herrrone  iretabolism 
observed  .i'cj  patients  v/ith  various  liver  diseases. 


Principal  Investigator:  Preoticc  Thompson,  LTC,  MC 


Associate  Investigators: 

Kenneth  D.  Barman,  LTC,  MC 

Facility: 

WRAMC 

Lawrence  It.  Johnson,  COL,  MC 

Robert:  C.  ;-b:a.llridge,  LTC,  MC  ! 

Leonard  Wartofslr^,  COL,  MC  | 

Dept/Svc 

Kyle  Metabolic  Unit 

Keywords; 


Techaicjil  '\nnroacb;  Ton  patients  each  will  lie  stud  .,ed  with  (a)  acute  h:epatj.tis 
(acute  and  during  ccnvalerscence) ;  (b)  chronic  acti-v'c  hepatitis  ('Defore  and  after 
steroid  th.erapy)  ;  aivd  (c)  picrurar^-  bili.ary  cirrhosis.  Measurerr.erts  vail  be  obtaj.r.€ 
in  a  baseline  svate  :ird  .\c  Inter'/als  during  '"■nllc'.v-up  for  r.easurerer.'c  of  T’-  T2, 
Tl,  rT3,  ;'cu::  '".•1,  Ci-'G,  'LVvdG,  and  ITI.  Tcraining  sere.;  vail  h::  fre  ^  •. 

at  -40  p.ndir/.;  evali.iation  of  the  latter  results  for  cot:sidsratj,c.'i  of  xx.Lentia.l  . 
of  cortisol,  estrogen,  and  testosterone  as  well.  TRIi  stimulation  tests  -wi],!  be  pe 
Progress  during  FY-SO:  formed  with  measv.ir€m,ent  of  TSH  and  prolactin  resi'X/nscs 

Due  to  the  mvava liability  of  the  type  of  patients  raouired,  v;e  have  terminated  !;t 
project  -  r'arts  c£  which  will,  be  incorporated  into  protocol  “ 


Nu.~nber  of  subjects  to  he  studied  t>efore  completion  of  study;  None _ 

Serious/unempected  side  effects  in  subjects  p;u:ticipating  in  project;  i-ione 


Conclusions: 


Ihibli cations  or  Abstracts,  i"/-S0;  none 


r 


D.’.'uO:  10  i'-;r  80 


ll*ro‘LO:.ol 


Oj.  £  r  r  e c  c  of  H  Uoie  hasciie  on 

Subhuman  Primates 


Stu,fu5:  Tr;tevirii  x 


i'i  n  U.1 


stiir.otod  CoiTi'olatlon  Da 


Principal  laviS hi vator:  ira  Hahlman,  LTC  MC 


Faci-Loyr  wkair  cand  hSUHS 


Asijociatfe  Invastigatoi'S: 

R-  Sniallridge,  H.  V/illiams,  P.  Perona 
M.  SchaaE,  V.  Armbrustmacher 


Dapt/Svc  Medic i:ie /Endoc 


Key  v/ordi 


Accumulativ .  i  T.  I'K  D  C  aS 
Cost: _ 

FY-SO  i.lEDci 


Accvjnv.ilatLr&  Co: 
Cost: 


Accv.r:nilafcive  Stipply 


Po rioclic  K.en3w  K-esult; 
(to  lb  3  nl!.sd  ia  by  DCI) 


Study  ObjectivS:  St-dy  cCfeccs  of  daxa.-nethasone  on  thyroid  hormone  metab<'.lism 
pancreatic  pat  I'.opl'.y  c  I  i\gy  ,  h.;,"u-(r.ol<-'g  c[>auges,  c.:.a  ur.::-cle  patholc-y,'  in 
subhuman  pri'.att".  '  ih-:sus  ri.onkeyc' 


d  ecanical  App' 'j.ica :  5  ';oiii.  co  I  and  treated  ar-.imals  observed  orc:r  If’j  diysanc 

then  sac  r  I  ‘  1  t'-ru”  a.S'-.erv  ij  mi’..:ip’o  hlood  .  ua  i  n  ,1  a\.i  tisii;. 


jhro^T3S3  fi'iurin^  s  Mms.:  fas  \  DP-  ^  and  IL  ■  f  iDars  comparoc  lor  Jtuii  i  rr.'.e  t 

of  '..'hat  appears  to  he  a  d  i.  f  f  ererice  in  atrophy  greater  in  de>:  treated.  The  clu 
are  greatest  asneartri;;  '.n  ai^imals  most  Cnsliinco :  i . 


C’Vr nni-itio!!  oC  sl’udy:  tissue  collect 


ctbcts  in  subjects  pru-ticip's: 012;  in  puoject:  specimens  to  b 
pancreas. 


Conclusions:  .f-u. 

iin. 

-•  b<»  s  ;  1  Jr: 

1  TRIl  responsive  'i  i'.H  no  t  ch.H  '  from  c.Di'tro 

definite  Type  li  atr’phy 

:.o  dexa.T.en'ic 

i,;r>np  -  tudier  pend  inn  pane,  r  ■-a  t  i  t  chan,'.' nr. 

observed  prer-ent  studi'v: 

per 

d  i  I'.I' 

Puh’icntior's  or  Ab.sfr.'rcl;;, 

T" 

i-SO: 

■•ib.str.dcls 

Proto:.,’  n07-"9 


1.  Mu.-'  le  studies  ar-^;  ongoing  —  pa  rt  i  cu  .i  a  r  1  y  cr.e  tine  '  oii  turn  i  ng  aspfictc  of 

eva  lua  t  ing  r  1  Lio  c_,pe  Il/I  atrophy  whitii  has  been  definitely  ol)  .o-jrved  . 
Studies  by  .self  and  Griffiths  and  A:  .dt-'  osttiacher. 

I.  Hematologic  'th.anges  significant  and  currently  eva’i. 
by  i-'uuter  o.l  -is  -  i.e.  Lacto.-  H  antigen. 

i.  Pan  ^v_ati  -  change.-  noted,  aw,i;ting  slides  and  co  i.  I  abora  t  i  on  with  Dr- 
I’owers  now  it  Letterman. 


Dr.ti:  10  Sop:  S 


Title  of  Project:  Stross-induc 
cadets 


I  IT'otocol  No; '  303-79 


S'-^l'is;  liiLoi/ii'!  X 


F)  find 


Srartin'i  D; 


Principal  Investisator:  Cla...  ^U)  mJ  MC 


Associate  Investigators; 
Leigh  Wheeler  ;•©  LTC  MC 
Thomas  Klein  ID  LTC  MC 


Key  Words: 
stress,  a;neriorrhea 


Acciinnilatiye  LLEBCiVtiF. 
Cost: _ 0 _ 


FY-80  LIEDCAS2  Cost; 


Study  Objective; 


Facility:  ilr,\MC  /  West  Point 


Dept/Svc  Kyle  Metabolic  Unit/  Ob  Gyn 


Accumulative  Contract 
Cost:  0 


AcciuTLulative  Supply 
Cost;  0 


Pcrioui.c  Review  Ilesults: 
(to  ::■«  filled  in  by  DCI) 


To  deternine  the  etiology  of  arfienorrliea  in  ifcmale  military  cadets 


Technical  Approach; 

Measurements  of  pituitary  and  gou-.dal  hormones  in  o;i,'?n':rr’;:eic  military  cadets 
and  comparison  with  non-amenorrheic  control  group. 


i:'.  -  ■  r.  X-:  • 


to  obtri.;-.  pf:r.;iis3ion  r;.  i-.oi.pi ..e.j  cor.::.,-  .v'er  .U.  I.'t'st  I's.I.nt  co  oegin  -.f.jii'/. 


ntuclied  '.••■ftore  cor 


Se,rious/ur.e;-:p5ected  side  effects  in  subjec 


n.-letioa  of  studr:  30 


Work  unit  no. :  1303-79 

Funds  utilized,  FY-80; 
Funding  requirements,  FY-81 
Personnel: 
Equipment: 

Supplies:  $1,000 
Travel: 


Other:  $3, 000 


Status:  lutoriin 
_  Filial 


Date:  15  Oct  19S0 


Protocol  No:  1309  79 


litle  of  Project:  The  Atiti-llstrogenlc  Effects  of  ^  -Testo 


StartinGT  Dale:  2A  April  79  {Estimated  Corn nletion  jua.te:  30  Sept  81 


Principal  Investigator:  Robert  A.  Vlgersky,  M.D.  MAJ  MC 


Associate  luvasS-gators: 


Facility:  ITRAMC 


Dept/Svc  Kyle  Metabolic  Unit 


KcyV/ordo;  Teslac;  Receptors,  estrogen 


Accumulative  Contract 
Cost;  0 


Accumulative  Supply 
Cost;  $331.75 


FY-SO  I/NIOCASE  Cost 


Periouit;  Psyiaw  F.esults; _ _ _ 

(to  be  lil’ed  in  by  DCI) 


Study  Obi-octive;  xo  determine  whether  the.  improven’enC  in  sperm  count.s  in  men 
being  tn,.  ted  v/i.th  To.slac  is  roi  .-ited  to  the  .ib  f.lity  rt  d?.'  .?  to  act  as 
an  anti-e. trogen. 


Techrdc:i I.  Approach:  Xr-iatmert  of  Immature  vats  -aith  estrogen 

alone  or  ••i.strogari  'fos  Lac  .:nd  measuraraer  t  ot  r.hr  vevgnt  of  the  uterus 

as  an  end  point.  in  vitro  assessment  of  the  •djlllty  >;•  .  Teslac  to  interact 

with  the  '.-.ytosolic  estrogen  receptor. 


Progress  during  FY-30;  Repeated  nieasurement  ot  Tertlac’s  interaction  with  the 
estrogen  receptor  Inni.catco  that  it  has  no  .':nt-!.~*estrogen  acti'rit3^.  preliminary 
results  suggest  that  it  has  no  .mti-estrogenic  activitv  in  vivo,  either. 


8  studied  before  comnlation  of  stiulv;  N/A 


Serious/un&xpected  side  effects  in  subjects  paiiicipaiing  in  project: 


Conclusicxis:  appears  to  have  r.o  anti-estrogen  receptor  activity  in  vitro. 

Further  e::peririRnts  for  longer  duration  •’’n  '-ivo  will  te  performed  to  confirm 
this  result. 

Publication.s  or  Abstracts,  FY-SU:  iir.no 


worK  Lin  it  uo.:  1309-79 

funds  utilized.  FY-80:  $331, 

r  undine  Heuuirerients  .  FY-Ll: 
Personnel :  None 
Eouiorrient : 

Supplies :  $1200 

Travel :  None 


75 

.  $1200 


Other 


None 


Dn.te:  15  October  80 


Title  of  Pi-ojec!;'  pxi,. 


Startino:  Date:  22  May  1979 


Protocol  No:  1310  79 


IStatus:  Interim 


Final 


PrLncipal  Investigator:  Robert  A.  Vlgersky,  M.D. 


stimated  Comoletion  Date;  30  Sept  19S2 


Associate  Investigators: 


Facility:  VRAMC 


Dept/Svc  Kyle  Metabolic  Unit 


Key  Words: 


CiineCld Lne;  hirsutism;  androgen  receptors. 


Accumulative  IvlEDCASE 
Cost:  $1000 


FY-80  AIEDCASS  Cost: 


Accumulative  Contract 
Cost:  $7500 


Accum’olative  Supply 
Cost:  ^13,207.00 


$1000 


y  X  u 


Periocuc  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective;  t<)  treat'  women  wi.th  idiopat'aic  hirsutism  with  a  non-toxic 
meidication  that  acts  by  blocking  the  ability  of  androgen  (testosterone  and 
dihydrotei'tostnroi.-.:)  with  the  androgen  receptor  in  the  hair  follicle. 


Technical  App'roach;  Measurement  of  the  adrenal  contribution  of  androgen  by 
an  ACTH  sfimuiatlon  test;  the  ovarian  contribution  by  frequent  sampling  over 
8  hoars  for  pituitary  and  gonadal  hormones;  and  the  pituitary  contribution  by 
measurement  of  the  response  of  prolactin  to  TlUI.  ■  Tiiese  studies  done  ]:efore 
and  after  3-6  months  on  oral  cimetidine  treatment.  Measurement  of  the  rate 
of  hair  growth  is  accomplished  by  shaving  a  rroasured  area  on  the  face,  chest  or 
thigh  and  '  .’;',hiog  t'lo  hair  th.at  luis  accurda.'  ;(’i  o'-Tr  t!:e  prewr.ev.s  1-.:  .neks.  This  i 
ProgTeS.. -h.U’iua'  perfv)rmeci  befor.'.  and  whi.ie  on  the  ci.necidirie. 

10  patients  have  been  entered  in  to  the  study.  The  resiTts  of  the  first 
five  indicate  that  there  is  a  50%  or  more  decrease  in  the  rate  of  hair  growth  and  a 
marked  subjective  iinorovernent  v/ithout  any  significant  changes  in  serum  steroid  levo. 


Serious/une.'cpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  Cimetidine  appears  to  be  a  safe  and  effective  treatment  for  idiopathl 
hirsutism  and  its  action  is  most  likely  mediated  by  it  anti-nndrogenic  properties. 


Publications  or  Abvtracis,  F^'-80:  Smith,  C.,  Mehlman.  t .  .  and  icersky.  j:.  "Treatmen 
of  Hirsuti-'-i  with  :  i  net  [dine , presented  62nd  ann.  meeting  Endo-  Sue.,  June,  1  980. 


work  Unit  lio  ,  : 
runds  utlllzgci. 
rundini;  k&oLiirf: 
Personnel : 


1310-79 
F v-oO : 

tents.  FI 
None 


$21,707 
-b1:  ^7000 


Flguip-tent :  None 

Supplies :  $1200 

Travel :  $500 


Other:  (  2572)  $5000  ;  (2400)  $300 


Dp.te: 


Protocol  No:  1311-79 


iiuiO  Oj.  j-iOject.:  Assessrrent  of  thyroid  function  nnd  the 


S>ta.tiis:  Interim 


intrathyroidal  biosynthesis  of  tiiyroid  hormone  during  tho 
acute  and  recovery  phases  of  subacute  thyroiditis 


No/aTbe 


stlmatod  Comnletion  Dp.te: 


Principal  laves tigaior:  Robert  C,  Sniallridge,  LTC,  KC 


Facility:  him: 


Associate  Investigators; 

Leonard  Wartofsky,  CXDL,  K:C 
Kenneth  D.  Bunran,  LTC,  MC 
Richard  C.  Dirond,  I.,TC,  t-C 
fCariO/  F-  _ 05-1 1  _  _ _ 


Key  Words:  Subacute  thicroiditis/Diosynthetic  defect 


Dept/Svc  Kyle  Metabolic  Unii 


Accumulati’/c  I.IEDCASE 
Cost; _ 


FY-SO  RIEDCASK  Cost; 


Accumulative  Contract 
Cost:  _ 


Accumulative  Supply 
Cost: 


Per-ionic  Preview  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  (-j-g  fi'equenc\'  vath  v.-hich  eO  intrathyrcical 

biosynthetic  dei.'oci:  < iuf.-.lr^g  hho  r.-oiurse  of  subacute  thyroiditis,  (b)  vhere 

in  the  resolution  of  the  disease  it  is  impaired,  end  (c)  whether  patients  with 
this  defect  have  a  diffiodt  ul.timnte  outcore. 


Technical.  Approach;  Blcx;d  tests  obtained  monthly  until  d-i-sease  resolves 
(censraily  6-8  rrnnt'ns) ,  Fl!.!or<..'sa?nt  tliyroid  scans  morsthly.  At  end  cf  study, 
a  3  hour  F'.ni  v/i.th  parch.lor.n'ite  discharge,  and  a  TRf-I  test. 


Progress  during  FY-SO:  Seven  (7)  patients  have  er.rolled  in  protocol,  and 
6  have  been  follCTyed  for  at  least  6  months. 


Number  of  subiects  to  be  shucliad  before  com.pletLon  of  shudv.-  &-10  more 


Serious/unexpected  side  effects  in  subjects  participafing  in  project: 


Conclusions:  Dcferi  ed 


Publicatioui  or  Austv  u’.ts,  FV-SO;  Mone 


Date:  1  October  19S0  I  Protocol  No:  1312-79 

Status:  Interim  XXX 

Title  of  Project;  The  Effect  of  Long-Term  High  Fiber  Diets  in  ^ 

!  Rnal 

the  Outpatient  management  of  Insulin  Dependent  Diabetes  Mellitus. 

StaaTirLg  Date:  26  Sept  1979  Estimated  Completion  Date; 

Uncertain 

Principal  Investigator:  Timothy  M.  Boehm,  LTC  MC 

Associate  Invastia-ators: 


Faciliu--; 


WRAMC 


Dept/Svc  Diabetes  Ser^/ice 


Key  Words; 


Fiber,  Insulin  Dependent  Diabetes  Mellitus, 


Accumulativa  jMEDCASE 
Cost; 


Accumulative  Contract 
Cost; 


Fy-80  MSDCASE  Cost: 


Accumulative  Supply- 
Cost; 


Periodic  Hs-view  Results ;_ 
(to  h.e  filled  -iri  by  DCI) 


■Study  Objective:  To  assess  the  efficacy  of  liigh  fiber  diets  in  the  outpatient  treatment 
of  insulin  df.-  .j;adent  diabetes;  to  measure  ViU’ious  iio'c-'-onal  rarameters  before  nnd  durin 
high  fiber  diet  therapy.  • 


Techjiical  Approach;  Xf  high  fiber  diets  arc  successful  on  a  !ong-term  outpatient  basis 
in  the  amelioration  of  postprandial  hyperglycemia,  these  deserve  rcutine  use  in  the 
treatment  ot  iiisulin  dependent  diabetes. 


Progress  during  FY-SO;  Protocol  has  not  bc.cn  luitiaten  due  to  departure,  of  a 

coinvestigator. 


of  s’hiects  to  be  studied  be! 


Uncertain 


Serious/imexpected  side  effects  in  subjects  peU-ticipating  in  project: 


None 


Conclusions;  None 


Publications  or  Abstracts,  FV-SO: 


Non^> 


Date: 

IProtocolNo:  1313-79 

Status ;  Literim 

Title  of  Project:  A  radioirrraunoassay  for  huir.an  ISH 

Starting  Date:  Ncver’ber 

1979  lEstimatod  Comoletion.  iua:e: 

Cne  year 

Principal  Investigator: 

Robert  C.  Smallricge,  LTC,  MC 

i 

Associate  Investigators: 
Richard  C.  Din-ond,  LTC,  MC 
Nancy  E.  Whortcxi,  GS-11 


Facility:  WRAMC 


Dept/Svc  Kyle  Metabolic  Unit 


Key  Words:  TSH/RIA 


Accumulative  MEDCASE 
Cost: 


Accumulative  Contra 
Cost: 


FY-80  IvIEDCASE  Cost; 


Accumulative  Supply 
Cost: 


Periodic  Review  Results; 
(to  be  filled  in  by  DCI) 


Study  Objective: 


Technical  Approach:  venipuncture 


Progress  during  FY-80:  Sera  have  been  obtained  frcrri  5  volunteers 


Number  of  subiects  to  be  studied  l>e£ore  completion  of  st’-dv:  five _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  Ncr.e 


Conclusions:  None  expected 


Publications  or  Abstracts,  FY-80: 


Ncne 


V'crk  Unit  Nc:  1313-79 
Funds  Utilized.  F^-80; 

Funding  Recp,iirg?.ents,  FY-81: 

yers.o^neI:  $500.00  (Linda  McAnally,  GS-05,  Jesse  Martin  GS-05,  Joseph  Bruton  GS-]/i) 

Equigrr.ant:  None 

Supplies:  $1,000.00 

Travel;  $500.00 

Other:  Ccriixac±ual  Svc  $500.00 


Dato:  |l\-otocol  No:  13  14-7  9 

Title  of  Project; 

Examination  of  the  Effect  of  Ipodcite  (Oragrafin) 


IStatiis:  Interim  x 
j _ Final _ 

on  Thyroid  Function 


Starting^Daie;  8-80 


tEstimated  Completion  Date :  8- 8 2 


Principal  Investigator:  Kenneth  D.  Burman  ,LTC  ,  MC 


Associate  Investigators: 


Key  Words: 


Facilitj';  WRAMC 


Dept/Svc;  Dept  of  Med/Endcorir 


n  e 


Ipodate/ thyro id  function 


Accumulativa  IVIEDCASE 
Cost: 


Accumulative  Contract 
Cost:  _ 


Acciunulative  th'.pply 
Cost: 


FY-SO  IVIEDCASS  Cost: 


j  Periodic  Renew  Pvesults:_ 
(to  be  filled  in  by  DCI) 


Study  Objective;  measure  the  effect  of  Ipodate  on  thyroid  hormone 

levels . 


Technical  Approach: 

IRH  tests  with  or  without  ipodate  and/or  T3  in 
fed  and  fasting  patients. 


Progress  during  FY-80: 

Just  started 


Number  of  siibiects  to  be  studied  before  completion  of  shidv; _ ^ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 

hone 


Conclusions: 


vet 


Publications  or  Abstracts,  FY-SO:  none 


-  r- 


Work  uiii:  no. :  1314,79 

Fimcls  utilized,  FY-SO: 

Funding  requirements,  B’Y-81: 

\ 

Personnel: 

Equipment: 

rAipplies  ■  QOO 

Travel: 

Other: 


^4U>-A100  636 


IMCLASSIFICD 


MALTER  REED  ARMY  MEDICAL  CENTER  MASH1N6T0N  DC  F/6  6/5 

ANNUAL  PR06RESS  REPORT  (FY-80)  DEPARTMENT  OF  CLINICAL  XNVEST16A— ETC(U) 
SEP  80  T  M  BOEHM 


1  Protocol  No;  i  s-go 

Pilcrjm  V 

1 _ 

Iin. 'll 

I'iHo  of  Projcict-  ^  ■  ,  I  .(  -pv 

bc'.x- hi LOid  Receptor  :ii)  llio  pioiise  fnyiuii!; 


Startir-;y  _ _  {F.sLi^n  ■!■-•.!  CoauiP'Po’  ■f.'trj:  ’  Fcpt  82 

Px'incipal  Itivescigator:  Robert  A.  Vi f;er;-.!iy ,  M.D.  MAJ  MC, 

Ar’f.  T*-!  1  r_i  *■  ivI^Ai^lC 


AsS',’ei.TLe  lavo.sticvator^j: 

Eiizabei.i:  Itavecaie,  t'h.D.  (National 

Institutes:  of  Health) 


Key  '.v'ords: 


jPeirt/Svc  Kyle  Metabolic  Unit. 
Tliynus;  receptors,  esti  ,e.'i;  receptors;  anclro{'en 


Accumulttrlve  I'/UT- 0 CAo C;  Accumulofivc  Coiilract  AccitraidaLive  Svipply 

Cost: _ _  Cost: 2 _  Cost:  no,iril.25  ' 

Ft  -SO  MFPCA-SE  Cosf;_ _ 0  _  _  Perioclic  Review  licsiiR's;  _ 

(io  be  .rilled  in  by  jiOJ'} 

'Stl’dy  Objective;  To  determirie  whether  or  not  there  are  receptors  for  sex-steroids 
in  trie  thymu.s  and  to  characterize  them  physico-chemtcaliy  '.i.f  they  are  present. 

The  basis  for  the  marked  sex  difference  in  a  variety  of  linmimologie.  disease,  e.g. 
Systemic  Lupus  Erytlieinatosls,  may  be  due  to  the  difference  imiminologlc  response 
of  the  thymus  based  on  sex  steroids.  These  d1fferenc(!S  are  mo.st  likely  mediated 
through  receptor  mechanisms. 

Technical  Approach:  Measurement,  in  thymic  cytosol,  of  the  affinity,  binding 
capacity,  sex  steroid  specificity,  size,  charge,  sedimentation  coefficient, 
column  elution  profile  on  agarose  0.5  M,  and  kinetics  of  association  and  dissociation 
of  the  receptors  for  androgen  and  estrogen.  Determination  of  the  differences 
between  these,  parameters  in  various  ages  and  th  ■  differences  he!  ween  the  I  v;o  se.xe.s. 
Investigation  of  t!u;  relationship  of  the  se  rccept:or  cl-aracterlsl  i  cs  to  the  more 
"classic"  receptors  in  prostate  and  uterus  of  the  mouse,  rat  and  human, 

■Progras.^  during  FY-SO;  Ihe  androgen  l  eceptor  has  been  deterlicd  in  1  lie  mouse 
thymus  and  partially  characterized.  It  appears  similar  to  that  in  prostrate,  does 
not  cli.'inge  with  age,  and  Is  present  in  both  male  and  female  animals  to  a  siinll.ar  depp-ee 
The  rale  N7.P>  moLi.^ii  cannot  translocate  the  cytone-.l  receptor  to  the  nuclou.s  as  do  normals 

Nurnbe.c  of  subj  jci: s  to  be  .sf.iu.il •  rl  befo re  comi:>batiou  of  sUidy:, 

Scrious/ime;-q:)ecto.’  side  clfect.s  in  subjects  ptadicipating  in  project;  j 

Conclusions:  Androgen  receptors  are  pr.'.se:;!:  in  th'>  mouse  thymii.';.  ]’rc..l  iin  Inary 
stud  ies  indie. ite  the  pre.si-nce  of  e.'jt  rogen  i  •.  ,-ept or.s  as  wc-.l].  Ti.e  immiine  .androgen 
re.ai  stance  macii  fested  by  K/,i;  mice  may  he  e;-:pl.; ;  ned  by  lihe  failure  to  tiransl  oc.a  t.e  t.:i< 

Kaveche,  H.,  Vig.ersky,  T,iio,  ,T.H.  and  Steinberg, 
"Murin  Tliymic  Androg.on  Receptor;;."  prest-nted  Aiiier.  Klicumat.  Assoc.,  May  ]  98() 


AccuraulaLive  Supply 

CofA;  5^0,1.11.25 


F:  -  so  I.TFDCASE  Cogt; 


r 

I 


1315-80 


work  Linii.  tip,  : 
runcio  ut;.LJ.:Lzoc  ,  FV-oOr  $10,131  +  $2850 
Fundini;  Kocuirerionts ,  ry-^>1:  $8800 

PersOiinel :  Wary  K,  Rice,  08-11 


None 

$7500 


Tr^tVGl :  '  $500 

Other:  (  2572)  $500;  (-2400)  $300 


Date: 


I'itle  of  Project; 

T3  receptors  in  hurjan  white  cells  and  liver 


iStatiis:  Iiiterim  X 


L _ Iliujl _ 


Startinsc  Date ;  2-12-80 


Principa],  Investigator: 


Associate  Investigators: 


cl  Completion  Date:  8-83 


Kenneth  Burm.an,  LTC ,  MC 


Facility: 


WRAMC 


Dept/Svc  Dept  of  Med/Endocrine 


Key  Words: 


T3  receptors/Liver/wbite  cells 


Accmnidativa  MEDCASJE 
Cost; 


FY-SO  IVLFDCASE  Cos 


Accumulative  Contract 
Cost; 


Acciunulativo  Supply 

Cost: 


Periodic  Review  Results:  _ 

(to  be  filled  in  by  DCI) 

I 


'Study  Objective: 

To  determine  if  T3  receptors  exist  in  human  liver 
and  whether  they  correlate  with  receptors  in  white  cells. 


I’cclmical  Approach: 

_Solub i lixe  human  liver  T3  receptors 


Progress  during  FY-80: 

No  definite  studies  performed  yet  because  we  are  having 
technical  problem  with  the  small  amount  of  liver  tissue  obtained. 


Number  of  subjects  to  be  studied  before  completion  of  .shidv 


Berious/imexpected  side  effects  in  subjects  p:irtjcipating  in  project 
none 


Conclusions: 


none  yet 


Publications  or  Abstracts,  FY-80;  none  yet 


Funds  utilized,  FY-SO: 

Funding  reqiurements,  FY-Sl: 

Personnel:  Djuli  and  Buinnaa 

Equipment: 

Supplies:  $5,000 

'I'ravel: 


Other: 


Date:  15  Oct  80 


1 1^'otocol  Xo :  1  3]  ■/ -  80 


Intofiin  X 


I'i  rud 


I'itle  of  ProjeCi,:  Inv'cstigation  of  the  Ktiolo[^y  of  Idiopathic 

Hirsutlan.  determination  of  PosGlble  Partial  Kniiyme  Defects 
in  Adrenal  Metabollnc^ 


Staii.in:r  Date:  27  Nov  1979 


m 


timatecl  Couinlelion  Dale:  30  Sept  82 


Principal Investigatoi*:  Robert  A.  Vigersky,  M.U.  MAJ  MC 


Associate  Investigators: 


Facility:  IIRAIIC 


Dept/Svc  Kyle  Metabolic  Unit 


Keywords: 


Hirsutlnia;  adrenal;  androgens. 


Accumnlati.ve  MED  CASE 
Cost:  0 


X-80  MSDCASE  Cor 


Accumulative  Contract 
Cost:  $3800 


Accumulative  Supply 
.  Cost;  0 


Periodic  lleview  Itesults: _ 

(to  be  filled  in  by  DCI) 


Study  Objective:  To  determine  whether  women,  usually  classified  as  having 

Idiopathic  hirsutism,  have  a  subtle  defect  in  adrenal  steroidogenesis.  Thi.s 
would  permit  the  rational  treatment  of  these  patients  with  dexamethasone  STippression 
of  the  pituitary-adrenal  axis. 


TTeclxnlcaJ.  Approach:  Infusion  of  ACTU  over  2^  hours  with  prc-arid  poat.-ACTH  > 
measurement  of  adrenal  steroids  in  the  urine  and  plasma. 


Progress  during  FY-80:  The  first  five  patients  so  analyzed  liave  not  been  found 
to  have  a  subtle  defect  in  adrenal  steroidogenesis. 


Number  of  subjects  to  be  studied  before  coninletion  of  study:  _ 

Serioiis/unexpected  side  effects  in  subjects  participating  in  proiect; 

”  <  j  none 

Conclusions:  Though  the  sampling  is  small,  there  appear  to  he  few  of  the  patients 
usually  classified  as  idiopathic  hirsutism  who  actually  have  a  mild  form  of 
congenial  adrenal  hyperplasia. 

PubUcations  or  Abstracts,  FY-80:  Meblman,  I.,  and  Vigersky,  R. ,  "Treatmc 

of  Hirsutism  with  Clmetldine,'  presentc.d  62nd  ann.  meeting  Endo.  Soc.,  Juno  1980. 


.*  JB5 


Dale:  23  Oct:  80 _ |H~otQc:ol  No:  -1318-HO 

'ntlo  of  Project:  15evelopment  of  Fluorc.scont  iJCTiirioassey 


Procfoun: 


StalUo:  Inter iin 


Star-linu’ Date:  April  1981  tEstin-ated  ConiiJlation  Date; 

April  1981 

Principal  Investigator:  Joseph  Bruton,  Pl».  D. 

1 

Associate  Investigators: 

H.  Lintcxi  Wray,  hTC,  MC 
Kenneth  D,  Burman,  LTC,  MC 
Robert  A.  VigersKy,  MAT,  MC 


Keywords:  Irnr.unoassay;  Radioirntainoassay  ys  Fluor escejice  Imriunoa.ssay 


Accnmulative  MEDCASE 

Accumulative  Contract 

Accumukdive  Sujip'Jy 

Cost:  $15,000.00 

Cost:  $1,000,00 

Cost:  $5,000,00 

FV-tiO  MEDCASE  Cost:  r.':vie  ! 

Coiiudic  kuviuv;  Kesuks; 

j  (to  be  filled  in  by  DCI) 

iStudy  Objective:  to  develope  irmtunoassay  procedures  using  a  fluorescent  )Tio.lecule 
as  a  substitute  for  radioactive  labeled  molecules. 


Facility:  V.’RA'c 


Dept/Svc  Metabolic  Unit 


'I'cclimccil  Aiiproachr  jn  oitIoj.-  to  raco;;ui;e  a  PIA  molecule  ci  suitable  .i.nstriiirie;nt 
ca^jable  of  detecting  tlie  fluorescein-tagged  antigen  emd  antiboij,es  immobilized 
on  polyacrylamide  beads  are  required.  Such  ein  instrument  lias  been  develojied  and 
purchasdis  required  to  initiate  this  study.  In  addition,  techniques  for  prcxiucing 
fluorescein-tagged  antigen  are  noi'?  available. 


Progress  during  FY-80: 


Number  of  subjects  to  be  studied  before  completion  of  shidv:  Normal  subjects  (fb25)  f or 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  each  proceoure 

None 

Conclusions:  Ke  anticipate  develcping  FIA  assays  for  thyronines,  cortisol, 
testosterone,  dihydrotestosterone,  cA'P,  vitamin  D,  estradiol  and  prednisone. 

Publications  or  Abstracts,  FY-SO:  None; 


f 


16? 


I 


Pate:  _ _  Tl^otocol  Nn;  13  10-80 _ [stalua:  Iitfccrini 

{ _ Hnal _ 

Title  of  Project: 

Doc:’.  i;liyroid  Hormone  Admiiiir.  t  rji  t  in  ii  Decerase  tlie  Size  of  Cyfit.ir 
Masses  In  the  Ttiyroid  Gland. 

Starting  P.'tte:  3- 80 _ festimatscl  Comijiction  Date:  8-83 _ 

1^'incipal  InvesUgaJtor:  Kenneth  1).-  Bunnan,  LTC,  MC 


Associate  Investigators: 

Facility: 

> 

WRAMC 

Dept/Svc 

Dept  of  Med/Endocrine 

.  . 

Key  Words: 


thyroid'  gland  cysts 


Accitmulative  MED  CASE 
Cost: 

Accinnul.  l  i  ve 
Cost: 

Contract 

Acciurmlati  ve  Supply 
Cost;^ _ 

FY-SO  MSDCASS  Cost; 

I'criodic  Hi! 

iviev/  j-COo  ultki 

(to  be  filled  in  by  DCI) 

•Study  Objective: 


cyst  size 


To  determine  if  thyroid  hormone  suppression  alter 


■Toobnical  Approacb: 

■All  patients  with  thyroid  gland  cysts  are  studied  and 
are  divided  into  either  a  no  treatment  group  or  a  group  to  he  treated 
with  thyroid  hormone. 


Progress  ditring  I’Y-SO: 

4  patients  entered  Into  protocol 


Number  of  s ubjects  to  be  studied  before  compleLion  of  study:  3 

Serious/iineMpected  side  effects  in  subjects  participating  in  project; 
None 

Conclusions:  None  yet 

Publications  or  Ab-stracts,  FY-80:  None  j^et 


13I9-S0 


Work  miit  no. : 


Funds  utilized,  FY-SO; 
Funding  requirements, 
Fersoimel: 
Equipment: 
Supplies: 
Travel: 

I*'  Ott-ierr 

k 

(  • 

i  ' 


V 

V 


> 


FY-81: 

Burraan 

$1,000 


Associate  Investigators: 
H.  Linton  Wray,  LTC,  MC 


Depc/Svc  Kyle  Metabolic  Unit 


Key  Words: 


cyclic  MytP/Glucaqon 


Acciunulative  MEDCASE 
Oo3C:  _ 


Work  unit  no. :  1320-80 

Funds  utilized,  FY-SO: 

Funding  requirements,  FY-Sl: 

I 

Personnel:  ■ 

Equipment:  $3^  000 

Supplies:  4C0 

Travel: 


Date:  llVotocol  No:  1^21-80 

l.Etatu.'j;  Interim  ^ 

1 

Title  oi  Project*. 

TSH  receptors  in  physiologic  States 

1  Hnol 

Staiiinsc  Date:  5-80  Estimated  Completion  Date; 

o 

CO 

1 

CO 

Principal  Investigator:  Kenneth  D.  Burman,  LTC,  MC 

Associate  Investigators: 


Key  Words.  tsh  receptors 


Facility: 


bept/Svc 


WRAMC 


Dept  of  Med/Endocrlne . 


Accitrnnlat3.ve  IVtEDCASG 
Co;;t: 


Accunv.ilative  C  oiitr .  tct 
Cost; 


Acc’.irrmlaU ve  fJa  o  -fl  y 
Cost: 


FY-SO  RIEDCASE  Cost: 


Periodic  Review  Ro.snlfc.s: 
(to  be  filled  in  by  DCI) 


.Study  Objective: 

To  determine  if  TSh  receptors  exist  in  various 
tissues  and  to  see  if  they  are  homeostatically  regulated. 


•Technical  Approach: 

Develop  TSH  receptor  assay  in  various  tissue 


'  ■p5:ogre,ss  during  FY-80; 

None  yet 


Number  of  subiects  to  be  studied  before  completion  of  .study: 


2  5 


SeriotisAmexpected  ^de  ^fleets  in  subjects  piirticipating  in  project: 


Conclusions: 


None 


Publications  or  Abstracts,  FY-SO:  None  yet 


Work  unit  no. : 


1321-80 


Piinds  utilized,  FY-SO: 

■  % 

lirnding  requdrements,  FY-Sl: 

Persormal:  •  LiCces, 

Equipment: 

Supplies;  $5, 000 
Travel;  500 


Date;  22  Oct 

80 

llhrotocol  No;  1322- 

-80  Istatus;  lutoriin 

Title  of  Project; 

The 

relationsh’p  between 

calcitonin^TrrrrS'^SsSidb  7ind  T 

Startinof  Date:  1  Aug  80 

iEstimaied  Completion  D:xte: 

1  Aug  83 

Principal  Investigator: 

Kenneth  D.  Burman,  LTC,  MC 

Associate  Investigators:  Facility:  kraT'IC 

Phyllis  Kesler,  GS-07  _ _ _ _ 

Dept/Svc  Kyle  Metabolic  Unit 


Key  Words: 


Calcitonit^,  nitroprusside, 


Accumulative  MEDCASE 

Accumulative  Contract 

Accumulative  Supply 

Cost: 

Cost: 

Cost: 

_  _  J 

FY--S0  i.lEDCA,SE  Cost: 

1  Poxiodic  lie 

view 

(to  be  filled  in  by  DCI) 

‘Study  Objective:  see  if  calcitonin  inhibits  T.  to  T-.  conversion 


Technical  Approach:  in  vitro  liver  homogenates 


Progress  during  FY-80:  None 


Number  of  subjects  to  be  studied  before  completion  of  study:  None 
Serious/imexpected  side  effects  in  subjects  pmi;icipating  in  project;  None 


Conclusions: 


None 


Publications  or  Abstracts,  FY-80; 


Work  unit  no. :  1322-SO 

Funds  utiliJiod,  FY“80; 

Funding  requir ferments,  FY-Sl: 

I  ■  ** 

t  I 

Personnel:  Burman,  Lulces 

Equipment: 

Supplies:  $2,000 

Travel; 

Other: 


Starlinc?  Date:  Auq  19B0 _ lEstimalod  Comnlotion  Date:  Au 


Pi'incipallavestigator:  Kenneth  D.  Burman,  LTC,  KC 


Facility:  WRAMC 


Associate  Investigators: 
Yvonne  Lukes,  GS-11 


Dept/Svc  Kyle  Metabolic  Unit 


Key  W  ords :  T  Sll 


Accumulative  MEDCASE 
Cost:  _ 


Accumulati  ve  Contract 
Cost; 


Accumulative  Supply 
Cost; 


Porinnio  PlOvPm,'/  Pccull,;-,: 
(to  bo  filled  iii  by  DCI) 


Progress  during  FY-80;  3  glands  studied 

Number  of  subjects  to  be  studied  before  completion  of  study:  3 

Serious/iuiexpected  side  effects  in  subjects  i)ai-ticip:iiirig  in  project: 

Conclusions:  None  yet 


Publications  or  Abstracts,  FY-80: 


Work  miit  no„ :  1323--80 
Fimdu  utilized,  FY-SO: 

Funding;  reqiuremcnts ,  F  Y-81 : ' 

,  Perfloncsl:  Lukes,  Bui*man 

Equipment; 

Supplies;  $4,  GOO 

Travel: 

Other; 


For  of  iKl#  lotnv  «♦»  Afl  SlO-lS*  tKi*  propoo*nl  o3^^^y  I*  TAGCilH*  j 

RfcFERENCE  OR  OFFICE  JV^oOL 

SUBJECT 

HSWP-MGI 

Clinical  Investigation  Protocol  1'1410 

t  ..... 

TO  :  Chief,  Clinical  Investigation'^y-'^  :  Fred  H.  Goldntjr 
Ser\'ice  Assistant  Chief, 

Gastroenterology  Svc 


date  ;  22  Sept  80  CMTl 


Due  to  problems  in  patient  acquisition,  work  on  protocol  <.'1410  is  not  proceeding 
at  a  satisfactory  pace.  It  is,  theiefore,  recommended  that  protocol  S1410  be 
tei'minated . 


// 


F.rerH.  Goldner,  LTC,  MC 
Assistant  Chief 
Gastroenterology  Service 


13a  .'.r. ,  2496 


REPLACES  DO  FORM  WHICH  IS  OSSOLETE. 
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Date:  d  September'  1980  [Pj-otocol  Ko:  1^15 

SES!9BSESSB9n 

'fj tie  of  Project;  Esophageal  Clearing:  Quantitated  by  ^ 

Radioisotope  Scan. 

1  Itinal 

)  years 

Principal  Investigator;  COL.  Lawrence  K.  Johnson,  M.D. 

1 

Associate  Investigators; 

Roy  K.ll.  V<ong,  M.D. 

Donald  0.  Castoll,  M.D. 
Andre  Dubois,  M.D. 

JlQiLo  I  as  J/nQ..Na5.tJCimd,_jJ..IL 


Facility; 

Walter  Reed  Ammy  Medical  Center 


Dept/Svc  :  Gastroenterology  Serv^ice 


Key  \/ords:  Dsophageal  Clearing 


Accumulu'ivc  LLSDCASE 
Cost:  N/A 

Accumulative  Contract 
CoJit:  N/A 

Accumulative  Supply 
Cost:  N/A 

F':''-S0  htbDCbViF  Cost: 

lYNcdU:  Pcm'dtn: 

(to  ))e  ill  led  in  by  DCi) 

•Study  Objective:  To  quantitate  the  peristaltic  ability  of  the  esojjhagus  to  clear 
..  a  Measured  bolus  of  fluid  into  the  stomach. 


Tcclinical  Atjproach;  Diluted  .1  normal  IICI  will  be  taged  v;ith  technoti.um,  and  an 
esophageal  clearing  profile  will  be  quantitated  after  each  .swallow  using  manometric 
equipment. 


Progress  during  L^'-SO;  Five  patients  have  been  studied  in  FY-80.  Ihese  patients 
have  been  evaluated  with  a  new  monitoring  probe  designed  by  one  of  the  authors  (DFJ) 
that  incorporated  a  metalic  pH  sensor  at  the  distal  tip  and  two  transitorized  pressur 
monitors  within  a  catheter  system  that  is  tapcT'cd  down  for  patient  comfort  in  the 

Number  of  .subiectr.  to  be  studied  iwd'ore  compTetion  oC  study:  ]S' _ 

.Scrioxis/unexpected  side  effects  in  .subjects  paiticipating  in  i>roject; 

NONE _ _ _ ■ 

Cor.clusions:  Data  obtained  from  this  protocol  represents  an  advancement  in  the 

understanding  of  gastroesophageal  reflux  disease  and  supports  our  earlier  published 
observations.  Publications  or  abstracts,  FY-SO;  none. 

lh:biications  or  Abstracts,  FY-DO: 


Continued. 


Progress  during  FY-80; 

oropharynx.  This  system  obviates  using  a  profusing  system.  To  date  our  obser¬ 
vation  shows  that  bethanechol  improves  esophageal  acid  clearance  as  well  as 
makes  a  more  competent  esophageal  gastric  junction  to  prevent  reflux. 


Ti\ro  changes  have  been  made  in  the  plan  section  of  this  protocol.  A 
commercially  available  transistorized  esoph.-  goal  catl^eter  w:i  tli  pH  and  ])ross'jre 
functions  is  now  used.  This  prolje  is  tajunred  so  tliat  there  i.s  g-jx-atcr  patient 
comfort  in  the  orophar>Tix  during  the  conduct  of  the  protocol.  Tliis  probe 
obviated  the  use  of  the  bonded  catheter  assembly  referred  to  in  tlie  original 
protocol.  Secondly,  the  alpaUhe  feolus  referred  to  in  the  plan  section  of  the 
protocol  has  been  omitted  because  it  compromised  accurate  measurement  of  the 
acid  bolus.  Data  obtained  from  this  protocol  represents  an  advancement  in 
the  understanding  of  gastroesophageal  reflux  disease  and  therefore  this  protocol 
needs  to  be  renewed  and  completed. 
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* 

Date:  4 

S'.ntc:; 

’’•jr  1980 

l.Th-ococol  No:  Id  16 

Status;  liiterim  x 

Title  of 

Project 

linal. 

;  usopaagear  tmpr.ying  in  acnaiasia: 

Quantitated  by  Radioisotope  Method 

Starting 

Date; 

28  March  1977 

iSstiuiated  Completion  Date: 

3  years 

Principal  InvH-istigator:  Col  Lawrence  F.  Johnson,  M.D. 


Associate  Investigatoi's ; 

Roy  K.H.  V.’ong,  M.D. 

Douglas  Van  L'ostrand,  M.D. 


Key  V/orcIs; 


Facility;  WRAMC 


Dept/Svc  ;  Has troentero logy  S\ 


Colon  Eso])hageal  Einptying 


Accitmulativa  hlEDCAS-S 

j  Accumulative 

Contract  |  AvCcurrtulatLve  S;!pply 

Cent; 

!  Cost;  i.'/.A 

1  '  Cost:  ,  N/A 

1  1  .  . 

FY-SO  IIEDC ASF  Co;st: 

N/A 

Periodic  Iteviev/  ResTilts; 

(to  be  filled  in  by  DCI) 

.Study  Objective;  To  quantitate  esophageal  oinptyiiig  in  achalasia  before  and  after 
pneanumatic  dilation. 


Technical  .Approach;  To  neasure  esopliageal  emptying  of  a  solid  meal  in  patients 
with  achalasia.  Technetium  was  tagged  to  coneflakes  and  milk  and  from  this  an 
esophageal  emptying  profile  wcis  established. 


Progress  diuruTg  FY-80:  Ihe  technique  proved  satisfactory  and  distinguished  asympto¬ 
matic  controlled  volunteers  from  asymptomatic  patients  with  achalasia.  Thi.s  data  wa.s 
published  ;.nd  sited  as  an  outstanding  article;  1)  Gro.ss ,  R. ;  John.son,  L.F.;  Kaminsky, 

_ _ _ _ _ _  (see  second  page) 

Number  of  .S’.ibjecfcs  to  be  studied  be.Core  compIe.?,ion  ol  study:  — 


Scrioiis/iine.qsected  side  ©.Ctects  in  subjects  panicip;vting  in  project; 

_ j _ NOXF. _ _ ; 

Conclusions: 

Sec  enclosed  reprint. 

Publications  or  Abstracts,  FY-80: 


f 


ContinucJ:  Progress  during  FV-80: 


R.J.;  Esophageal  Emptying  in  Achalasia;  Quantitated  by  Radioisotope  Technique. 
Digestive  Diseases  and  Sciences;  Vol  24,  P.  945,  Dec.  1979. 

2)  Year  Book  of  Nuclear  Medicine,  March  1981 


There  have  been  no  modification  in  tfi;  plan  section  of  the  original 
protocol. 

‘Ihe  undersigned  investigator  at  a  later  date  may  modify  protocol  #141(') 
and  use  the  esophageal  emptying  technique  to  deteiriinc  V'.'hich  numatic  dilation 
technique  offers  the  best  result  in  terms  of  esophageal  emptying  for  achalasia, 
'fh  i ;;  will  be  do:io  in  co  I  i  aiiorat  ion  v.Jrii  otlier  i  r.vest ;  gator?'-  th'--. 

College  of  Virginia,  as  well  as  possibly  the  National  Naval  Medical  Center, 

If  this  endeaver  is  undertakened,  the  protocol  will  be  modified  and  resubmitted 
through  the  appropriate  committees. 


Date;  ^  October  1930 

IProtocol  No; 

Istatus:  Onlerim  J 

Title  of  Project: 

1  Final 

PLASMA 

LIGANDIN  IN  LIVER  DISEASE 

Starting  Date:  1977 

[Estimated  Completion  Date: 

1933 

Principal  Investigator: 

r.TC  Robert  W. 

1 

Sjogren,  Jr.,.  M.D. 

Associate  Investigators; 

COL  Lawrence  F.  Johnson 

,  M.D. 

Facility: 

WRAMC 

• 

Dept/Svc  Medicina/Gastroenterology 

Key  Words: 


Accumulative  AIEDG ASE 

A  c  cumuT  a  f;i  vf: 

Cont.'','! cl;  1  Acc:;.euGat,ive  rhfi-nly 

Cost: 

.  Moue 

_  i  ■  Co-A _ 

FY-80  MEDCASE  Cost:  None 

Feriodic  Reviev.'  llcsidts: 

(to  be  filled  in.  by  DCI) 

Study  Objacli.ve::  This  st:udy  proposes  to  assess  plasna  lip.andin  levels  as  a 
potentially  more  sensitive  indicator  of  hepatic  Inforn.c'.lon  than  currenl  ly 
available  serum  tests 


’Technical  Approach:  Peitients  having  liver  biopsies  at  VJalter  Reed  Army  Medical 
Center  have  blood  dravm  for  clinical  assessment.  An  aliquot  is  removcid  and 
frozen  for  plasma  ligandin  concent.  Plasma  ligandin  content  is  determined  by  a 
sensitive  and  quantitative  radioimmunoassay  technique  at  Albert  Einstein  College 
of  Medicine  in  Mew  York.  Correlations  between  pathologic  diagnosis,  enzyme  vaiin 
and  ligandin  levels  v;ill  be  made  by  standard  statistical  methods. 

Progress  during  FY-80:  Results  of  analysis  of  200  soviuri  samples  at  Albert 
Einstein  College  of  Medicine  in  New  York  have  been  indeterminate  owing  to  small 
numbers  of  patients  in  each  diagnostic  category.  0\’^cr  tiie  past  one  year,  an 

_ _ _ (sec _c oiit inu a tion  sheet) _ 

Number  of  sttbjects  to  be  sludied  before  coTapletion  of  study:  500 _ 

Serion.s/une:<pected  side  effects  in  subjects  participating  in  project: 

None 

Conclusions:  ~ 

Not  Available 


lAtblications  or  Abstracts,  FY-SO:  None 


Work  Unit  Number:  1417 


Funds  Utilized,  FY-80:  None 
Funding  Requirements.  FY-81 : 

Personnel :  None 
Equipment :  None 

S’appJ^l^_s : 

(1)  Freezer  Vials 

Nanr  vial,  polyprnpylear  s'm  cr,;,,  ?.0  ml  rnpariCy 

Lnneise:  Cai:  :'90.l /OO  ! 

Three  cases  of  500  at  $S0/case.  Cost  $240 
Landsel  Cyrogenics 
5303  46th  Ave. 

Hyattsvllle,  MD  20781 

(2)  Bags  for  Freezer  Vials 

Lab  Tec  Multi-Purpose  Bag  System,  Series  S 
Fisher  Cat  i?l-812-50A 

One  case  of  four  packs  of  250  bags  each.  Cost  $101 
Fisher  Scientific 
7722  Fenton  St 
Silver  Spring,  MD  . 

Travel;  None 

Other:  None 


Progress  during  FY-80:  additional  66  scrum  samples  have  been  obtained.  It  is 
anticipated  that  continiiatiou  of  the  protocol  allov.'ing  greater  numbers  of  palic-nl 
in  each  diagnofjtic  category  V7ill  yield  results 


Contimioc!: 


f’ro^rcss  cJui  iiig  I  V  SO: 


5ji]it  rnt  u;.  tlint  now  iifrorclu  tc  Ic  v  i  ••  i  lo;  tlu-  i!:,wK>i:>C' t  r;-  rcoortl  os  cJ)l 

os  sl;:;ul  t  .:.:eoiis  ;  !iot  o  sco[)  Ic.  study  all  on  tiiu  IV  soieoii.  In  oiion -))  ro'cocol 

clinically  iiidicati'<!  usi;  o!'  tliis  '■liuipinonl  wi-  rwund  th-a  i;ioti)ity  record  did  not' 
project  well.  I'ur  this  reason  we  nro  in  tl\e  proces:-.  d'  integrating  a  seilli- 
scope. screen  onto  ouv  existing  motility  cquipi.-.eiit.  Tlii::  mod i fi cation  should 
afford  the  desired  quality.  Hecause  tlic  ([uality  of  tin;  TV  image  of  manonietT Ic 
events  was  not  vdiat  wc  desired,  lie  have  not  entered  any  ])atients  to  date  into 
thi.s  protocol,  'ihis  last  teclinical  challenge  slicmld  be  completed  shortly,  and 
the  protocol  initiated. 


ADUEi'lDUMr  CrieopIia.cyngea;i  liar:  A  Vi  deo  Maiiome  t  cic  ntu.dy 


An  .sci  ,1  j  n;:  CiSj  r, 
b 1 1 0 1'  i  1 u  s  t  ,ca  I  e  i 
manoinetric  record, 
protocol. 


v/.i  1 1  i'e  a.t 
ic  i:rac..iug 
0  V !  I  i  -  r  wi  sc , 


i:,(ched  tu  cn  : I  v  mar  anre- . ;  .  , 

-SO  tiiai  Lfic  iV  caincra  can  better  clarify  the 
there  have  been  aw  ch,u,ge.s  ir;  the  exist. ing 


Date:^  September  19S0  1  Protocol  No:  1419 

Status:  Inti.'rim;  X 

'.ITtie  of  Project;  Cricophavriygeal  Bar;  A  Video  Manometri  c 
Stud)- 

I'inul 

Sfartin'T  Date:  23  August  1977  iKstimalod  Comuletiou  Dale: 

5  years 

Ihrmcipal  Investigator:  COI.  Lawrence  F.  Johnson,  M.D. 

Associate  Investigators: 
Walter  J.  Kikendall,  M.D. 
David  .1.  Curtis,  M.D. 


Facility;  WRAMC 


Dept/Svc  ;  Gastroenterology  Service 


Key  Vv’ords:  Cricopharyngeal  Bar 


Accumulative  MFDCASE 
Go;,!::  ^.7A 


Accumulative  Contract 
Cost:  N'/A 


Accumulative  .Sujiply 
Cost;  N/A 


FY-SO  ALEUCASE  Cost: 


PeriotUc  Keview  Results:^ 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  study  the  functional  significance  of.  a  cricophar>mgenl  bar 
shown  on  barium  swallow. 


'Tecluiical  Approach;  'I'his  is  a  synchronized  wan ome trie  video  tape  fluoroscopic 
study  of  swallowing  disorders  of  the  hypopharynx,  cricopharyngeal  and  upper 
esophagus . 


Progres::  during  FY-SO:  The  slow  motion  vediotape  wacliiiie  procured  by  the  l)c;))rirtment 
of  Radiology  and  its  interface  with  Walter  Reed  Army  Medical  Center's  'J'V  Dejiartment 
has  functioned  v.'cll.  This  ciiuiptnent  has  been  complimented  by  W'RAMC-TV,  acquiring  a 

_ _ _ _ _ _ _ _ _  __  eSco.  sej:QniL4tagc). 

Number  of  subiects  to  be  shidiccl  b'dare  coinnlei.ion  of  study: _ _ 

Scrious/une.xpected  side  effects  in  subjects  })ru-ticip-i.tin;’;  in  iiroject: 


Conclusions: 


Publications  or  Abstvacls,  FY-80; 


f 


Work  Uiiit:  1420 


Title:  Adenyl  Cvclase  and.  0 

u.anyl  C^-clase  Activity  In  the  tat  l^rc.yhngus. 

Investigiitors : 

Principal  InvestigatX'r : 

I.TC  Roy  K.ll.  Wong,  M.U. 

Co- Investigators : 

,  COL  Lavjrencc  t.  Johnson,  15. D. 

•  CAPT  Donald  0.  Castcll,  M.D.,  IJSJl 

Cpt.  Uen  H.  Boedeker,  DVM.  ,  L'KAIR 

Objective:  To  correlate  adenyl  cyclase  and  guanyl  cyclase  activity  vd.tb  lower 
esophageal  sphincter  contraction  and  relaxation. 

Technical  App7.'oach:  Same  as 

init:ial  protocol. 

Frjp;ro3s  artel  Results : 

1.  Over  the  past  year  we  have  received  3  opposur ;  and  liavi-  been  abl  e  to  st.udy 

I'iiy.  a.ea ‘.oiii '.cal  .'Ic/caLlor',  of.  £  ne  lover  fciopeat'ea )  :  ni.:t e.e-  (  teO- 

2.  lie  have  found  that  the  opposum  esophagi  is  an  CKcellent  mode*!,  for  extracting 
the  LES  without  .inflict  ing  physical  trauma  to  i.he  LEf!  prior  to  ir.s  revnova  '  , 

3.  The  above  requirewentfj  are  essential  to  obtaining  acceptable  bioeheiAical 
results  when  studying  enzytr.es  suc.h  as  acletiyl  cyel.ase. 

4.  Also,  we  have  recently  obtained  profes-s.iona].  and  teelsnical.  support  frorii 
Thomas  llichey,  FnU  in  biochemistry  in  pcvform.uig  t.hc.se  assays, 

5.  Recently,  v;e  have  acquired  a  room  in  l>uilding,  T-- 2  v..>l)  '  c)>  wll.!  sen'e  e.s  a 
laboratory  for  these  studies. 

6.  Here  with  the  above  facts  we  foci  that  at  tlie  present  time,  continued  .support 
Is  essential  and  justified. 

Funds  Utilised  FY  80:  Appro::iiaately  $3,000. 

Funding  Requested  FY  81:  $3,500 

Type  of  Report;  Interim. 
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Title  of  .I’roject:  Xhe  Sequentia]  St;af,i,iig  of  the  Livc-r  iii  ^ 

llodykln's  Disease  v;ith  Lajjnroscopy  and 
Laparotouiy 

Startin;;;  Date: _  tf‘StimatatI  Coniidciioii  _ 


Principal  Investigator:  u^'^viD  A.  PEURA 


Associate  Investigators: 
CPT  MORAKXNYO  OYEWOLE 
COL  LAWREECE  F.  JOHNEOM 
COL  RICHARD  M.  lllPATA 

MAJ  MARTIN  HEI.TZ _ 

Key  Words: 


Facility: 


Dapf/Svc 


Accnm’.tlativo. 

Cost: 


Accutr.v  ■ 
Cost: 


-j  t;onu’ 


VTr;ncA.f:(-i 


/.ccu'i'.nVi.U \‘o.  S’.t;n'>lv 

CiosL; 


FY~80  Mir^DCASK  Cost: 


Periodic  lie  view  Restilts: 
(to  be  filled  in  by  PCI) 


Study  Objective:  To  evaluate  the  role  of  laparoscopy  in  clinical  Stage  III  or 
IV  Hodgkin's  disease  patients. 


'Technical  Approach:  See  Plan  Section  of  original  protocol. 


Progre.ss  during  FY-EO: 


K umber  of  .subjects  to  be  stufliod  before  a  nr.  nletion  o  fj;;  I  ndy; _ 

EcriousAmoqiected  sics  effects  in  subjects  jKuiitinaluig  in  project: 


Conclusions: 


Pnblicaliojis  or  Abstmebs,  FY-SO: 


/ 


■  1S9 


WOllK  UN  I  I  HO.  ;  14 P.2 

TITLJ^:  The  Sequential  Staying,  of  the  l.ivcM'  in  Uoch’kin';;  Diacri^ct  v,’ith 

I^paro.scopy  and  I.aparotomy 

INVEST] CATORS: 

Trincipal  Investigator: 

Co“’iuvcstigators : 


OBJECT CVF. :  To  evaluate  (lie  role  of  iapatoscopy  in  cl.inica].  Stag/;  III  or  IV. 

Hodgkin's  disease  patients. 

TECHNICAL  APPROACH:  See  Plan  Section  of  orginal  protocol. 

PROGRESS  ANo  HKSirLTS:  No  patients  lio'/e  hec'n  as.'-ei...sed  ijudcr  this  protocol, 

since  the  last  report.  Mojit  patient?!  with  .Stage  III  and  IV  Hodgkin's  disease 
arc  undergoing  laparotomy  following  their  I a[>aro;;c-opic  exam.  So,  l:heir  data 
cannot  be  included  for  study  purposer,.  It  is  felt  that  continuation  of  t1ie 
protocol  its  to  be  encouraged  since  an  oc.c.iujioital  pot  lent  v;ill  undevrgo  laparotomy 
follovying  his  laparoscopic  procedure. 

CONCLUSIONS :  No  further  conclu.siqns  can  ]>e  reached  at  this  t  ini'.;.  Further 

evaluation  of  the  data,  available  .seeris  to  indictalr  that  1  apai.o.icopy  is  of 
benefit  in  patient?:  vrith  Stage  Ill  and  Stag,e  IV  Htidgkin'.s  disease  as  a  stag/inj’ 
tool. 

FUNDS  UTILIZED  FY  80:  None 

FUNDS  PdigUESTED  FVf  81;  None 
PUBT.IC.ATinNS:  None 


LTC  David  A  Peurn,  M.D. 

Assi.stant  Chief,  (kistroeriterology  Service 

CPT  Morakinyo  A.  Oyewole,  M.D. 

Fellov/,  Gastroenterology  Service 

COI,  I.n/renco  F.  Johnson,  M.D. 

Chiei,  Gas I  roe  . I  urology  Service 

COL  Richard  M.  Hirata,  M.D, 

Chief,  General  Surgery  Service. 

i;A.J  ii.!  '  I.  i.n  >■;  ;,i. L  . !) . 

Fcllov/,  Uciii.'itology--Oficology  Service 


Interi  r,: 


Date:  10  OCT  1980 


f Protocol  Ko;  1^23 


Statas: 


Title  of  Project:  /v  Study  of  Trifluoroisoprophyl  Cyanoacrylarn 

Polymer  (MBR  4197)  in  the  Control  of  Bleeding  Peptic 
Ulcers  of  the  Stomach  and  Duodenum 


_ 

I'inaf . 
— — ^ 


St^irting;  D;ite: 


(Estimated  Completion  Date: 


PrinciiJal  Invastigo.tor:  LTC  DAVID  A.  PEUliA,  M.D. 


Associate  ‘^nvestigatot's: 

LTC  EDWARD  L.  BURKHAI.TEPk ,  M.D. 
COL  LAWRENCE  V,  JOHNSO",  H-D. 


Facility; 


[Dept/Svc 

i - 


Acctimiilsitive  AIF/DGASE 
Cost; 


Accumulative  Contract 
Cost; 


Accumulative  Supply 
Cost; 


FY-SO  IMEDCASE  Cost; 


Periodic  Peview  Pi.e.sult.s: 


(to  be  filled  in  by  DCI) 


^Study  Objective:  determine  if  the  polymer  is  effective  in  preventing 

further  bleeding  from  gastric  and  duodenal  ulcers. 


^Technical  Apiiroach:  See  original  protocol. 


^Progress  during  FiT-  SO;  See  reverse  side. 


Number  of  suijjects  to  he  studied  herore  cornulefion  of  study; _ 

Serious/unercpected  side  effects  in  suljjects  parti cinjiting  in  project: 


Conclusions; 


lhi.b]ic:ations  or  Abstracts,  FY-UO; 


A  total  of  .‘32  pationt.s  v;c;r£;  studied  under  the  national  laulLi-cente.t  protocol. 
This  study  failed  to  .show  efficacy  of  MDK-4197  in  stopping  breeding  from  gastric 
and  duodenal  ulcers  or  j'ceventiug  rebleeding.  Use  of  investigational  ding  as  weli. 
as  maintenance  of  drug  inventorj'  and  the  return  of  unused  investigationai,  .supjiDies 
was  monitored  by  3M  Corporation,  in  compliance  with  FDA  regulations.  'jTicre  ap¬ 
peared  to  be  no  evidence  of  adverse  affects  related  to  the  use  of  10311-419'/.  All. 
unused  supplies  were  returned  to  3M  Corporation-  Tills  in  a  final  te.rminrition  re¬ 
port  of  the  above  proloco].. 


WORK  UNIT  NO 


1A23 


TITLE  OR  PROJECT  A  Study  of  Trifluoroisopropy 1  Cyanoacrylate  Polymer 
(MBR  4197)  in  the  Control  of  Bleeding  Peptic  Ulcers  of  the  Stomr.ch  and 
Duodenum. 

INVi:STIGATORS; 


Principal  Investigator:  LTC  David  A.  Peura,  M.D. 

Assistant  Chief ^  Gastroenterology  Service 

Co-Investigators:  LTC  Edward  L.  Burkhalter,  M.D, 

Staff,  Gencial  Medicine  Clinic 

COL  (.awrcnce  E.  Johnson,  M.D. 

Chiei'  ,  (;asl  roentfrrologv  Service 

OKJF.'.'.TIVES :  To  determine  if  tlu^  polymei:  is  '-.f  fcctive  in  'pn- vent iiig  ruriiher 

bleouing  from  gastric  and  duoderml  ulcers. 

TECHiilCAL  APPROACil:  See  original  protocol. 

PROGPvESS :  This  was  a  multi-center  protocol  and  a  total  of  52  patients  were 

assessed  in  the  various  centers.  Analysis  of  data  .seem  to  indicate  that  1D5R-4197 
was  no  more  effective  than  conventional  therapy  in  stopping  bleeding  or  prevent¬ 
ing  rebleeding  episodes  from  gastric  and  duodenal  ulcers.  Because  of  the  seeming 
lack  of  efficacy  the  study  was  terminated. 

CONCLUSIONS :  It  was  concluded  from  the.  eompilcd  data  of  52  ps!;ients  f:liat  MBR- 

4197  was  no  more  effective  than  placcl.o  .in  controlling  bleeding  from  gastric  and 
duodenal  ulcers  or  preventing  rebleeding. 

FUNDS  UTILIZ!  D  FY  80:  None 

FUNDS  REQUESTED  FY  81:  None 

PUBLICATIONS:  A  manuscript  is  currently  in  preparation  for  submission  to  a 

national  journal.  In  addition,  the  data  from  the  study  was  presented  by  the 
principal  investigator  at  the  Killiam  Beaumont  Gastroenterology  Symposium  in  El 
Paso,  Texas,  in  March  of  1980. 

TYPE  OF  REPORT:  Final 
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ViORK  UNIT:  1424 


TITLE;  A  Double  Blind  Study  of  Long  Term  Maintenance 
Cimetidine  Therapy  on  Gcistro-Esophageal  Reflux 
Disease 


INVESTIGATORS; 

Principle;  Roy  K.II,  Wong,  M.D. 

Co-irivest  i  gator  :•  L':v,M.cr(\oo  F,  .Tn'hn.-'.o  ■  . 


STARTING  D^TE;  1  February  1978 


ESTIMATED  DATE  OF  COi4PJ.ETIOW ;  Study  has  been  terminated  by 
SKF 


PROGR.ESS  AND  RESULTS;  Our  participation  in  the  protocol  was 
very  sucessful.  We  entered  a  total  of  15  patients  into  the 
study  and  v/ere  ranhed  \}2  rn  the  USA  \,hen  coiriparing  ourselves 
v;ith  8  other  medical  centers.  The  results  of  the  study  are 
negative  and  there  is  debate  as  to  v/hethor  the  data  will  be 
published. 


DATE : 


15  DECEMBER  i 980 


PR010{.:0L  NO.  :  I,':/! 3 

STATUS:  Interim 

TITLE  OF  PROJECT:  "Pulnionary  Aspiration  from  Gastroesophageal  Reflux  Defined 

by  Pulmonary  Scintiscan  and  Overnight  Intraesophageal  pH 
Monitoring" 

STARi'lNG  DAiK;  15  FEBRUARY  19/8 

ESTIMATE.)  COMPI.ETION  DATE:  Indeterminate 

PRINCIPAL  Iia'ESTIGATOR;  MAJ  Steven  S  M.D. 

ASSOCIATE  INVESTIC.'iTORS :  COI.  i.awrence  - .  .ohnsou,  M.D, 

I.TC  Mark  R.  SteiiK  M.D. 

RAT  •!:;)< i,  M.)). 

FACILI'TY :  Walter  Reed  Army  Medic.-ri  Ce/iter 

DEPT/SVC:  Gastroenterology  Service,  N  cltrii  Medicine  Service,  Allergy/ 

Immunology  Service 

KEY  WORD.j:  Pulmonary  A.spiration 

Gactroesophagoal  Reflux 


ACCUMULATIVE 

MEDCASK  COST; 

None 

ACCUMUT.ATIVE 

CONTRACT  COST; 

None 

ACCUMULA'i'l  VE 

.SUPPLY  COST: 

None 

FY-80  MEIMCASE  COST;  None 

STUDY  OB.JECrriVK :  To  dociiTiicnt  the  occurrence  of  puiinnnary  a.spiration  from  noc- 

f.uni.'il  gastre.sophagca]  reflux. 

TECHNICAL  APPRO-ACH;  Patients  with  symptoms  of  nocturnal  aspi.raliion  from  gar:  - 

troesoptiagcal  reflux  are  admlttcfl  on  day  .1  and  a  manometry/pH  probe  is  placed  in 
the  esophagus  to  detericluo  LES  pressure  and  the  prc!ncnce  of  acid  pH  in  t.lie  .stomach 
(pH  <  4).  Later  in  the  day  (1600)  the  patient.s  arc  starte.d  on  prolonged  intra- 
esophngeal  pH  monitoring  according  to  the  technitiuc  of  Johnson  c;t  al^j  and  tlii.';  if: 
continued  overnight  v;hile  they  sleep.  Reflux  is  defined  as  %  time  pH  was  <  A  for 
the  duration  of  the  night  (minutes).  Abnormal  nocturnal  reflux  was  defined  as  a 
value  that  cxcec^ded  1,2%  since  thi.s  degree  of  acid  expo.sure  exceeded  mean  and  2SD 
for  a  prevlsouly  defined  asymptomatic  control  population^.  Prior  to  bedtime  the 
patients  are  given  5mci  of  radioactive  teclnetium  (TC  99)  sufur  colloid.  On  tlie 
morr  '  ig  of  dav  2,  tlx-  patients  were  que.stion<  d  by  two  inve.st;i gators  (LFJ,  SS.S) 
regi’.ding  reflux  .md  pnl.monary  aspiratjt>n  symr  loins  during  the  previous  night. 

Tiiey  then  had  a'lu  .  ’  uid  abdoMtn.al  scintisr  m  f'-.r  location  (>{  the  technetium. 


r!‘:j";RHS3  DURING  I-T-80: 


Thf‘  study  (jopul.'il  ioa  cousi.stfid  of  13  patients;  seven  v'ltli 
L  r-iflax  on  the  ovorni^^ht  u-I  I'erord,  and  six  with  a  normal 


pH  rocorcl.  Lov.-er  esophageal  sphincter  (LhS)  pr-vcssure  confirr.ed  the  difference  j.n 
hhS  co;npetcncf>  between  the  tvjo  groups  becau.se  tho.se  v;ith  abnori'.a]  reflux  on  the  pH 
record  had  significantly  less  LES  pre5:sure.  (Sinm  llg)  than  those  with  a  normal  record 
(lOnni  Hg,  p  <  .05).  Despite  both  the  pH  record  and  LES  pressure  shovrlng  a  signifi¬ 
cant  difference  in  reflux  between  the  tvK>  groups,  tv;o  experienced  clinicians  (LlM, 
SSS)  after  interviewing  the  patients  diagnosed  reflux  and  pulmonary  aspiration  in 
70/1  (5/7)  of  the  abnormal  reflux  group;  and  a  coi'.pnrable  P>5%  (5/6)  in  those  with  a 
normal  overnight  pH  record.  A.1]  13  patients  bad  normal  pulmonary  £:cintiscan  v;ith- 
out  any  evidence  of.  .aspiration  of  gastric  contents.  Despite  the  known  delay  in 
gastric  emptying  during  sleep,  only  tv;o  patients  bad  technetium  present  in  the 
stomach  the  following  morning. 


CONCLUSIONS:  We  conclude  the  incidence  of  puir'otiary  aspi jatioii  due  to  reflux  re¬ 

mains  uknown.  The  presence  of  pulmonary  aspiration  from  ga.stre.sophageal  reflux  is 
not  accurately  reflected  by  history.  Wiiil.e  the  techu  :Liuw  .sci  ntlncari  can  docuificnl; 
pulinor.arj'  aspiration  from  reflux'*,  it  is  an  insensitive  tt^st  tinat  is  probably  lim¬ 
ited  by  the  short  dacal.icMi  the  ope  rrmaiiir  'v  I  lie  .sto'-.-.-'ch ;  .'’.n;'  rj  ecf,!-;rM  y  ^  the 

infrequency  wi.t.'i  vdt.icii  .nG.lentr.  o'-rnui-ly  ..'.p.M  ..u:-  -  rc-ii  ;y  _i  ei:e- >yh  .y.  ■  :ef.iux. 

PUBLICATIONS  OR  ABSTRACTS,  PY-80: 

1.  Johnson  I.F,  DeMeester  TR:  Tt7enty-four  hour  pH  monitoring  of  the  distal 
esophagus,  a  ((uantitatlvc  meaiuro.  of  ga'.'.t;roe3(>ph.ngcal  reflux,  /’m  .1  Castro  62: 
323-332,  1974. 

2.  Chernow  B,  Johnson  LE,  Je.iowifx  V/R,  .-md  C-u-lcll  HO.  iMlipovi'-iry  .-rspJrat.ion. 
as  a  consequence  of  gastroesophageal  reflux  -  A  diagnostic  approach.  Dig  Dis  f.- 
Sci  24:839-844,  1979. 

3.  This  data  was  pre.sented  at  the  Annual  Fitzsimons  Reicpi  ratf>ry'  Disease  Con¬ 
ference  held  in  October  1979.  MAJ  Steven  S.  Shay,  M.D.  (presenter). 


TYPE  OF  REPORT:  Interim 

C0M>tENT :  The  undersigned  .senior  investigator  (T-EJ)  will  itodliy  this  protocol 
(ClS/f  1425);  and  resubmit  a  modified  plan  to  further  pur'iu'-  or.r  iuvr-.stigotiori 
of  pulmonary  aspiration  from  gastroesophageal  reflux.  ' 


J)nte:l^/l/80  _ 

'fitle  of  I’rojoct: 


’i-(  it  o  (‘:0]L  14  2  6. _ 
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The  Effect  of  Indomethecln  on  Experimentally  Induced  Actd 

I 

titT-fz-i-iirt.  nn — tire ' - K a bh-l fc  ^E^ohag-tt-a - - - - - - — 

in^Diita:  in _ K sfitnutod  .Co>npletiou  I :  June  1983 _ 


Starting  Ihita:  9-^  M^y.  .7  a _ |l-.s!:nTiULOci^r>on]j. 

Principal  Investisacor:  ^.h.  Wong,  M.D, 


Associate  Investigators: 

Facility; 

WRAMC 

WRAIR 

L.F.  Johnson,  ?'  D . 

Dei)t/Svo 

Ga.stroenterology 

, 

Key  Words; 

I  n  d  cj  Hi  c  t  h  ec;  i  n  , 

c  s  0  p  h  n  5 '  c 

ml  s!.  rl 

c  1. u r  c  ,  acid,  n nd 0 s r « p y  ,  b a  ir  i 

Accumulative  AiilUCASLl 
Cost:  Q.finn  nn  _ 


FY-SO  MEDCASE  Cost: 


Accmnula'a\e  Contract 
Cost:  _ _ 


Contract  Acciurailalivo  Supply 

_ _ _  Cost:__3^CLQ_^0_ _ 

Porioclic  Ecvicw  llosults:^ _ 

(to  be  miccl  in  by  DCl) 


*Satcly  Objective: 

This  study  examines  the  effect  of  indomethacin  on  stricture  formation 
in  the  esophagus  of  rabbits.  Present  data  s>iggcsts  that  ;i  ndometbaciin 
prevents  exporlmental  esophagitis  but  wo  are  focusing  on  J})e  question  of 
whether  stricture  formation  can  be  prevented, 

♦Technical  Approach:  ,  ^  ^  , 

Within  the  last  year  we  hcive  developed  a  model  of  strictu 

of  stricture  formation  in  the  rabbit.  This  model  is  similar  to 
the  previous  protocol  except  that  we  are  able  to  keep  the  animals 
alive  after  severe  esophagitis  is  induced.  We  arc  able  to  do  this 
because  of  post  HCl  infusion  gastric;  gavages .  We  have  also  be  able 
to  document  the  degree  of  stricture  formation  by  means  of  endoscoop 
♦Prooxesaiauring  FY-80:  and  barium  sival  low. 

Similar  to  that  noted  above. 

Number  oTsubiects  to  bo  .stucUc:d  before  c^oinpletuig  of  slurly: _ _ _ _ _ 

Scricus/unexpected  side  effects  in  subjcjcts  i)artic;ip;itin';'  in  project: 

Conclusions y^as  allowed  us  to  investigate  another  animal  model  which 
is  more  suited  for  this  study.  Previous  attempts  at  completing 
this  study  failed  because  of  the  high  mortality  rate. 

Publicrttions  or  Alistructs,  FY-bO: 


i^unciinr;  P>equi.rei;icnts , 

Personnel:  (name  and  grade) 

Egiiioment i  (describe  in  detail  including  cost) 

Supplies :  (consumable,  aniraal  purchase)  ’  ’ 

•Travel :  (mission  oriented,  training  and  presentation) 

Other :  (equipment  rentals,  contracts  for  service,  animal  care  and 

reprints) 

Piu'.sonncl:  Corrino!  Maydoncivi  l-.ch-GS9 


i.piiieul.-. t;cv)l'ct(.  'Packorcl  r,  cnonnel  ...ccorder ,  hmciorier  'x'ni  \i;.xi.> 
pump,  Olympus  pediatric  endoscope  and  light  source, X-ray  machine 
Hay.vard  infusion  pump,  histologic  fixing  material  and  cassett.f.s . 

Cost  :  Light  source  and  endoscopcs-9 , 000 . 00  (Borrovyed) 

Travel;  1,200.00  • 

Othor;  Light  source -borrowed  from  denial  research.  Endoscojje- 
borrowed  from  pulmonary  medicine.  • 


TITLE:  Nitroglycerine,  Torbutaline,  and  Aiainophy  1  ]  i  no  in 

the  Treatment  of  Achalasia 


INVESTIGATORS;  Roy  K.H,  Wong,  M.D,  iiawrenco  F.  .'Jon  ns  on, 
M.n,,  Donald  O.  Casleil,  M.D, 


ESTIMATED  DATE  OF  COMPLETION:  August  1981 


OBJECTIVE;  To  determine  wheithcr  NTG,  Aminophylllne  or  Ter- 
butaline  change  loweu-  esophageal  spliincter  pressures  and  if 
these  agents  increase  o.sophaqeal  emptying. 


KEY  WORDS;  Achalasia,  Nitroglycerine,  /vminophy.’l  line,  Ter- 
butaline,  Esophageal  Emptying,  Lowei'  Esophageal  Sphincter 


TECHNICAL  APPROACH:  No  changes  from  previous  protocol 


PROGRESS  AND  RESULTS;  Attached  is  a  copy  of  an  abstract 
submitted  in  Gastroenterology  May  1980.  Since  the  writing 
of  the  abstract  <1  more  patients  have  entered  the  study  with¬ 
out  significant  differences  in  the  results.  We  wo\ild  like 
to  study  another  6  patients  to  make  a  total  of  15  patients. 


I'KOIOCOL  NO.: 


i':  I  /.  9  a 

II  .».‘r 


STATUS:  InttMim 

TITLU  OF  PROJECT;  Maximal  Rate  of  Urea  Synthes;i.s  in  Rats  as  a  jJctenninant 

of  iTmc Clonal  Hepatic  Hass 

STARTING  DATE:  ZJ  September  1979 


PRINCIPAL  INVESTIGATOR;  COL  Lawrence  F.  Johnson,  15. D. 

ASSOCIATE  INVEST i  GATOR;  MAJ  Michael  A.  Dunn,  M.V*. 

STUDY  OBJECTIVE.'.  To  e.'.  t.nbli.sh  an  accurate,  ieproduc  IbJ.e  -almvlr:  anina]  ijoclcl 

of  f',, ! .x i.m. '.  1  synttiea.is.  To  sUaifv  the  ■;:elc!l:j'ons!i3  p  of 

llio  i^ax.ltmtl  rate  of  urea  .synthesi.s  to  ip'aded  rednci  Jon  :in 
1.',' ■'  Tie  .  ir.r. . 

TiJCHNICAL  /'JT'jU5/.Cil ;  Jec  oi  ij^inal  protocol. 

PROGRESS  DURING  l,'Y-80;  Urea  c.ynthesis  was  cjuantitatecl  in  rats,  and  repro¬ 
ducibility  of  this  assay  was;  established,  Urcs  syn  - 
thes.is  v;as  found  to  reflect  f onctiona].  bepai’.ic  i.iaso 
in  normal  rats  and  in  rats  with  t,raded  hc;p;itc-;ct.oriiy . 
ccl^^-induced  cirrhosis;  and  portacaval  s;hunts.  Tlie 
potential  importance,  of  variation  on  the  coir.rjt.'si  t  ion 
substrate  load  was  illus;t  rated  by  marked  incr«!ar;c.s 
in  ure.a  syntbcx'.i.s  produced  by  arp,.'ninc  loadinp,, 

CONCLUSIONS:  Dat.a  from  this  protocol  sugge.st.s  that  urea  .syntbeois  n'iy  bc;  an- 

.linpoitant  new  quautitavle  liver  function  test,  Opt;imal  mea.sure. 
meat  conditions  and  methods  are  the  subjects  of  further  study. 

PUSLIC.ATION.S  Fy-80; 

1.  Brewer  TG,  Dunn  MA,  Berry  V.’R  and  Harmon  JU;  Urea  syntnesJs  ref.l.ects 

hepatic  mass  in  rats.  Ca.strocnt  erology  79  (1980);  Al);.tract,  in  press. 


lAlS) 


WORK  u^;  r'r  k o . : 

TITLE:  Col.chir.iiu;  Therapy  of  Alcoholic  Liver  OisenBe;  A  Mill  i -Cenr.c-r  R.uulom i  zed 

Controlled  Study 


INVESTIGATOR: 


Principal  Invest ip,ator :  LTC  David  A.  Peiira,  M.I). 

Assistant  Chief,  Gastrot;rite.rolop,y  Service 
(assuming  role  in  (:he  absence  of  MAJ  Michael 
A.  Dunti/ 

Co-Investigators : 

STARTING  DATE : 

ESTIM.AhD  DATE  OF  COMPLETION:  5  years 

ORJlRTi^V!' :  To  ::ea  if  c  > ' '-h  mAuc  ca;  ...i  ,ij  ovre  • ;  J  o:.  iO  r  and 

el  coh'./l  i,','  iV;;t  disease,  or  affect  al'^iiv  i  rah  1  i  oh  J  auo?oii,,  -  ^veosic. 

TECHNICAL  APPROACH:  Please  refer  to  original  protocol. 

PROGRESS  AND  RESULTS:  The  protocol  was  just  approved  and  the  investigational  drug 
was  just  supplied  by  Eli  Lilly  Corporation.  Tliere  have  been  no  patients  assesfied  in 
the  protocol  to  date. 

CONCLUSIONS :  Because  the  protocol  has  not  yet  been  started,  no  conclusions  can  be 

drawn. 

FUNDS  UTILIZED  FY  80:  None 

FUNDS  REQUIRED  FY  £10;  None 


ADllENDWl:  The  protocol  has  not  officially  Iipgiin.  Therefore,  no  drug  has  been 

dispensed.  Drug  has  recently  been  received  in  the  forin  of  coded  vials  containing 
pin  cebo  and  colchicine.  The  supplies  rjere  supplied  by  Eli  Lilly  Company.  These 
drugs  vrill  be  maintained  and  dispensed  in  the  Outpatient  Pharmacy,  and  when  the 
protocol  begins  the:  patients  will  be  observed  for  any  possible  adverse  reactions 
related  to  the  medication. 


t 


{T^otocol  No: 


Date:  .10  OCT  80 _ | Protocol  No:  _  Status:  <TTitcciin 

Title  of  IVoject;  Colchicine  Thoiaiiy  o£  Alcoholic  Liver  Disfes-cr: - - 

A  Mult  L-Ccnl;ei:  Ranf!omi::ecl  Controlled  Study 


Stp-rtlui;  Date: _ _ |'dr.ti.m.i.ted  Contuletiou  Date;  5  Yoitr? 

Principal  luvestiirtitoi-:  ltc  DAVId'  a.  PF.ura,  M.n. 


Associate  Iiivesiigators: 


Key  V/orcl;-.; 


Facility; 

Dopr/f>vc 


Accuiriulutivo  RtlilDGASl-; 

Acenroulcitive  Contract 

AccimiUlaUvc  bup]. 

Co.st;_ _ _ 

Cost:  _ 

CorJ:- 

I'Y-t'O  IwTiDCASi;  Cost: 


Perioiiic  Xlevacw  Itesults: 
(l:a  be  fillecl  in  by  DCl) 


Stiuly  Objective:  ^  ^  colchicine  can  prevent  jjrogrepsi  on  to  cirrliosin 

and  alcoholic  liver  dieeano,  or  affect  already  estshliahed 
alcoholic  cirrhosis. 


Tecatiica..!  Appioaofi:  Rni'e.r  to  original  protocol. 


dnritiv  l''Y“f)0;  Ihe  pj'otocol  v/iis  ju5:t  approved  ano  tht:  Juvest j gij  1. i.on.j j 
drvig  was  jvist  r.upplied  by  F.li  Lilly  ft  Company.  There  have  been  no  pati.cvitr. 
assessed  in  the  protocol  to  date. 


Number  of  .sttbjocts  to  ba  studied  before  completion  of  .sbidy:  _ 

Scrioits/iinexpectecl  side  effects  in  subjects  ptaficipatin^;  lit  jtrojsct: 

Conclusions:  pc'causc  the  protocol  has  not  yet  been  started,  no  conclusions 

can  be  drawn. 


l\iblic:aiion';  or  Abnl.i.’,').ct;i,  I'Y  -80: 


f- 


'l-  _  .9  _ ZI  l9~o!/»r^oI  Ko _.1  A 30  _ _ _ 

711  A;  fif  .l-*rojcCr;  lnvcstij',.iLiou  c>r  tlie  puit-uli  ■  v.  /j.ou'; 

pillr:  to  indu'-.c-  i  i  s 


'.us; 


An?;cA;':0'i 


Stiaiias  Bate; 


JjiOii-lSSQ, 


Estimated  Comur-'-jja  Da- e;  Pi  . lot  pro.ioc.t  ccu.iplntud 


Principal  Ixivrts  fixator;  James  Vial  ter  Kike.ndall,  MAJ,  KC 


Associate  Investigators: 

Ben  Boedeke.r,  CPT,  VC 

MC 

Facility;  'diOM): 

Lavirence  F.  Johnson,  COi., 

j  i  )cpl/' 

MEP/CI  •-  ViRAMC 

iVC.  „  vJIt/dR 

dtt 

K-  ■  Words:  Esophagi  tis 

Ac-  ur  tubdive  f 

iStV  _ _ _ .  j 

1- 

d:.::  . 

PA _ 

Cf  if  '  U'U’ru.Ujaliye  Eujiij’!;. 

FY-SO  MEDCASE  Cost:  None 

Pcrio.ijc  Feviow  .Results: 

(to  be  filled  in  Ijy  DCI) 

■  Study  Objective: 

To  determine  vihether  the 

oposr-uio  it; 

;  a  suita'iie  model  for  inve.efiigation  of 

tlu  potential  of  pills  to  induce  local  csopligitis. 


•TeclLnical  Approach:  As  outlined  in  approved  protocol. 


PrOf^re.ss  during  Py-80:  Using  ascorbic  acit!  and  calc.iuM  trib.lel  Sj  ;i  1 

v;as  dernornstrated  that  ascorbic  acid  produced  raich  more  c.snjdiagenl  injury  Mian 
calcium  lactate;  in  the  tested  anii.ial.s.  Vie  Jr-ive  nov  received  approval  for  an- 


o tb.e r  more  extensive  protocol  to  on.l. ar gi 
Nu rnber  of  suiiiecdo  to  lie  sbidied  before  cv'iTipl 
Serious/nnexpected  side  offucts  in  subjecl.s  pci 


V— U nop  th i  v.’ork. _ 

_ 

rticipatuig  in  project,: 


are  valid  for  study  of  tlii:;  prohloia. 


Conclusions:  The  experirental  pi-ocechircs 


Wox'k  Unit  No. : 


lf)lG 


Title  o£  I>roxect:  C/i-LGB  Itelc  of  Po3t  Oporalive  Raulotlierapy,  arif] 

CombinatioQS .of  Dactinoinyciii,  Vinc.ri.stmej  Cyclopliospharniflo 
and  Adriamycin  in  Childhood  Ilhabdom3'osarcoma. 

Principal  Iixvesti.£^ator:  C,  Hematology-Oncology  Sen'ico 

■  Aor-:oc:i;tte  Invostigator;  '  • 

After  numeroua  requests  for  on  annual  p.eogcc.ss  rcpoi.'  fhar-  project,  c.r:  of 
20  Fob  81,  there  has  not  been  a  response.  This  progres.s  repox!;  rccib.SKt  was  for  thf 
period  30  September  1979  to  I  October  1980.  Wo  can  no  longer  delay  conijaila- 
tion  of  tho  reports  submitted  by  those  investigators  who  complied  with  the 
regulations,  so  a  supplementary  annual  progress  report  will  be  coiripilert  wlxen 
this  investigator  submits  his  report. 


_ sl-pton-.ber  lOciO  ‘iTTOTOCOLKO :  .CAI.CB..7VI..1  |  SjT/.TUsJ _ ^In  ter  Tin  'S' 

TITLE  OF  l-ivOJECf:  . .  ~  . .  ”  . (  ~  Ki'iTa'i 

Combination  in  Childliood  Acute  Lympliocyt f c  Leukciaia 


STAUTIEG  BATE;  l/>  ApriJ.  1974 _ 

PUINCXPAL  INVESTIGATOR: _ Dr,. 

ASSOCIATE  INVESTIGATORS: 

Dr,  Frederict  Euynan. 


KEY  CORDS:  Cranial  Radiation, 
ACCUMUIJ'vTIVE  MEDCASE 
COST:  Hone 

FY-SO  IfED”CASE  COST:  "" 

None 


_  i  KSTIHATKO  C0:TpT'et1OE  Clcn.&d  12~Nov'~7 6 

.Tohannes  Dlom _ _ _  . _ 

,  FACILITY:  '  Walter  Reed  Army  Nodical" 

_ _ Center _ _ _ 

SERVICE:  lleiaatology-Oncolo^jy  ^ 

_ _ ’ _ Department  of  Kodicine _ _ 

L^iaphocytic  Leukemia _ _ _ _ _ 

ACCUMULATIVE  CONTRACT  ’  ACC'uTJUI.ATIVE  SUP3’LV  " 
COST:  None  _  COST:  None _ _  - 

y,  fPERiODIC  KKViElvf  RESlJL'Tsl  "" 


STUDY  OBJECTIVE:  ■  . 

1,  To  assess  the.  role  of  early  eranisl  radiation, 

.  2„  Detcmine  role  of  more  vigorous-  .indnetJon  for  BJgB-  - 
■  ■  I'ljslc  patients,  •  '  -  .  ’ 

3,  Ccinipare  three  roiolorc.o.d  jjiai'ntenance  regi-nens.. 


TECHNICAL  APPROACH:  Standard  risk  patient  v/esre  randomized  to  Keg  H  Vincristine^ 
Prednisone,  I-Ifttb-ptreocate  intrathecally  &  Lasparaginase  Pveg  D"  saiTi.e  plus  ••  . 

cranial  radiai:ion.  High  risk  patients  vcrc.  randomised  to  Pseg  IX.  P.eg  IXT, 
this  .arm  is  identical  to  Reg  IT  but  includes  Dauremycin,  '  ,  ■  •. 


PROGRESS  IiTJRXNG  FY-80:  Rote,  protocol  closed  in  1976,  Six  patients  remain  Vni  stiul) 
Follow-up  is  pending  on  two.  Four  remain  in  complete  xeipission,  '  -  '  -  . 


■  /• 


KLIMB'eR  of  subjects  to  3E  STUDIED  BF.FOPxE  CWRXETTON  OF  STUDY:  None  _ ' 

SERIOUS/UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTXCIFATING  IN  PROJECT: 

- _ ; _ _ _ Rone _  .  _  .  ‘ 

CONCLUSIONS:  .1978-79  /vnnual  Report 

Dr.  Ru)traau  has  stated,  Tic  will  provide  subsequemt  fcllow-un  for  annual  report. 


PURL r C.AT JO;:;;/AnSTRACTS ,  I'Y-  80 : 


Work  Unit  No. :  1528 

Title  of  Project:  CALGB  t-7301,  Clinical  Trial  of  Kadiotlierapy  and 
Chemotherapy  in  Managing  Non-Metastatic  Ewing's 
Sarcoma. 

Principal  Investigator:  C,  Hematology -Oncology  Svc 

A  ...ociate  Investigator: 


After  numerous  requests  for  an  annual  proijress  report  on  this  project,  as  of 
20  Feb  81,  there  has  not  been  a  response.  This  progress  report  request  was  for  the 
period  30  i’epternber  1979  to  1  October  1980,  We  can  no  longer  delay  compjl.a- 
tiott  of  the  reports  submitted  by  those  investigators  who  complied  with  the 
regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  when 
this  investigator  submits  his  report.  ' 


ll.il.l,  01-  IKO.lF.Ci.  Com!..  L  nrU.Ioii  liiKlioL'ncrni'y  aii:l  Ohc-..:.)- 
tht-rapY  of  Stage.  IT  f  Hodgkin’ «  DT.'if.'ijio  t^i’iiasc  IT'J; 


VJOKK  UNIT  l.'O. 

)’j  na  1. 


STARTf  KG  DATii':  ~  ^ llOfih  "ck\n\~'  III  J 


rRINCIPAL  INVESTIGATOR:  Jerfrey  L.  T:crcnbei-g.  ^D).  T.TC.  MC 


ASSOCIATE  INVESTIGATORS: 

FACIEiri' 

V.’all  er  Reed  Army  Medica.I. 

Cen  ter 

SERVICE; 

)  1  ema  t.  ology-Onco  logy 

Depa'.- tmant  of  Medicine 

Kiry  U'ORDS :  Conibinafcion  Chemothorap}'  Hodgkiirs 

ACCiTMUi.ATIVE'TlEDCAS'E  '  "  '  '  '  ACCUMUIATIVE 'CONTRACT 

COST :  None _ '  COST :  _ None  .  _ 

pTEKIoFlC 


FY-80  HEDCASK  COST: 


.'tone 


■  ACCHJ.'HJLATIVE  SUPPLY 
COST:  None _ 

lu-sui/i^r  ’  ' 


STUDY  OBJECTIVE'.  Prlruaiy:  To  •;■  termine.  .H  '  -.  ini  iiai  lo)  on  f-.l'ieinol.liei';- py 

fol ''  :;Ted  by  n  ine,  i  n;',onI  T'a'intovoance  tlK'r.'',n'V  cV!  Her  '  rcciwcuc  'ic',  f.T 

irraci.Leit  Lr.. E'j.ij)  Tot.a.l  nodal  .vT  io.L.Ua-.-.  v  T.  j.hO !  ne.i  i'py  ..'in'i  'v/  CnC’.i'.olh.eja'ijiy 


followed  by  total  noda. I  RT, 


TEQINICAL  APPROACH:  Chemotherapy:  Vincristine  1,A  r.ig/M2/week  IV  x2 

Pcocarinjzinc  .100  day  1-1 A  >  DC 

BCNU  P.(i  n)g/ll2  iv  day  1  .  ’  . 

Predn  i  .':one.  AC  mj’/lT2  po  day  1-lA 
RT:  Total  nodal  irrr  Tiation  tea  o\it  of  1.1  achieved  a  C.R, 


PROGPdTSS  DUHIKC  EY'-80.;  Throe  o.f  these  r  ’onl.s  relap.ned.  Overall  -  A  are  lo.st 
to  .follovrjp.  VIIAMC  Ls)  no  .longer  ontor.ii  .,  laitJeriln  on  fdijr:  .study.  No  vigv.’  p,a(.:ienl 
during  1980. 


m^BKlTOT  SU)iJRClT;lTO  hfrSTUlimniEEORK  CXDIiUlYIVqN  ^ 
'SEKTOUS/UlUr>;i'’'ECTEb  SIDE  E lEECTS’lN  SUBjy^CTS  I'A’uT.'iCIPATihV;  IN 

None  at  URAfIC,  See  hc-lnw 


cAtJgi?  80 
Pl^O.IECT; 


CONCI.USIONS: 
toxicity  and 


Cheir.o therapy  followed  liy  rad.iolhpr.i)>y  had  lueren.oe  hone  marrow 
this  arm  v/as  dropped  a;;  Cnl.CB. 


PUrCTCATinyS/ABSTEACl'; 

Jric  re,i;...'d  Toxicity  of 
ASCO,  Vol.  20,  March 


PY  80:  TV  1 

’  Stnzmaii,  T,.,  Ki.sce,  L. 

T'  t.idill  Tr  t  ad  i  .1 1  i  on  Poltoivii 

19/9,  page  391,  fCA.ll. 


a’id  Friedman, 
ng  r.oinlrj  n.'iti  on 


M. 

Clic  nio  I  hcT.'ijiy , 


_ _  IV  'V  V"' . "  _ -  -  ~  VTORK  UNTT  i  •. 

r^NTn;  Ao  V-'iVoirAcr  /  '[i'lVmcw/ KO V vV3 _ lV/Vii:;7  JV..  ,<■)■] m 

TlTlV  Or  ViV)JECf  :V:o;i’Vir,Yr  ivo.  sYaul'y'oT'rlie'Valua  61  "['  ■■  "  ^  _ VV'*!  ~ 

lup.o therapy  vi  tl>  MilR  ftr;  Adjuvant  to  InducLion  ;ind  Two  MaiuLo.aaiicu  " 

■n.ot’.'ierapy  Proj/.ratos  in  Acute  Myelocytic  Leukemia 

TVvEr  -  "  V  p:sVtM\YEn  iW  • 

rd^fNCirAf'/AtryVTrCAVOU;  “"I^r.'Trojiahneri  BIVVm 

ASSOCIATE  INVESTIGATORS;  "  "  '  ‘7  rAClLlfy;  Walter  Reed  ArmyTledical 

»  Center 

Dr.  Jeffrey  L.  Berenher,  LTC,  MC  ;  SKHVICE:  Hematology-Oncology 

_ _ _ _ _ DepartmenL  of  Medicine 

KEY  WORDS  : _ Ml^R.  Immunotherapy,  Myleocytic  Leukemia _  _ _ 

ACCUMUL/vTIVe'iVdCASE  '  I  ACCUMULATIVE  CONTRACT  [ACCUMULATIVE  SUPPLY 


yY-80  MEDCASE  COST: 


PERIODIC  REVIEW  RESULT 


Si-UDY  03JEC1IVE:  j..  To  dateravi.ue  whether  MER  immunotherapy  increases  remission 
rate  or  duration.  2,  To  compare  monthly  maintenance  v/.tth  AJRi-C  and  6-t.hi.ocjuanine 
CCiG)  with  Jii  ternat  Ing  cyclee  of  ARA-C  and  GTG  with  vvr '  rifitine  VCRl,  dexanethafjone 
and  ARA-C .  . 


TECHNICAL  APPROACH:  Standard  Induction  vtith  /iIlA-C  .1 00mg/M“/day  by  continuous 

infusion  for  10  days  plus  Dauncmycin  45  mg/M^/day  T.V  push  on  days  1,2,3.  3.  Three 

maintenance  arms,-  two  including  MER  1  of  tliese  td-th  cycling  VCR  and  d exam eth scone. 


PROGRESS  DURING  IT-SOv  Five  patients  remain  alive.  Fcmr  are  still  being  followed,  on 
the  protocol.  One  was  transplanted  and  is  still  in  CR.  These  )>al. .rents  will  be 
followed  for  long  term  toxicity  and  survival. 


LUMtSF.R  OFVUiLTECTS  TO  BE  STUDIED  BEFORE.  COMPLETION  OF  STUDY:  None 
■S!;RK)US/U;NNaT,cfED  .SIDE  EFFECTS  IN  SUIRIECTS  iVia’l'ciPATING  IN  PRO.TIiCT : 

None  observed  in  past  year^_^  _ _  _ _ _ 

CONCLUSIONS:  ~~  " 

See  1978-79  annual  report. 


PU.SLTCAT[')  :S/A1:STRACTS,  FY-80:  CuLtuer,  J.  e.t  al A  Controlled  Trial' of  Cher.io- 
irjaunotli'M-py  in  Acute-.  Myelocyte  teukemi.'’..  Proceedings  of  NCT  Immunotherapy 
CoiiCorc-nce,  April  19S0. 


S'  '  ji"  >■  • ;.  oi.  Si ' :  CAT/;!)  7581  .  ■  ,, 

Tri’LU  or  V  i;C.r ;  Tcrtu  Surgical  Adjuvu.ul  JlyKtcn  ic  j 

(;hop.uLlic-.raiiy  with  or  v/ithouL  Adjuvant.  Ininmuiithoraiiy  liaiimiary 
Carclnor..a. 


WOl'K  UNIT  KO.  1.53.5 
.  ,  a-.  X 

i'll.') 


STAiriiNC 


i  I'SM  l;:  ;  :.! 


ASSOCIATR  INVESTlGAi JRS : 

I'ACll.r  : 

!  •  ;  i''  ■■  <!  A I  ■.'■.y  ’ 

'  rdi'  .1  ! 

j  SiR'V. !  ;  ; 

t  ;  ■  '  n.'i :  (t  .1  t  j;  /. 

ICEV  h'ORDG  :  Mammary  Carcinoira 

. . 

ACcuMu'.AVi  v::  medcase 

ACiiiMlltA'I  (V 

COST: 

COST:  _ 

FY-SO  M'.Or.ASE  COST: 

j  PEUI 

'  ;■■■  . 1 1.  of  J'ii'c)  i  '  )  : I'.' 


AccdMiJf.A!  I  v;-:  s!:i'r’(,Y 

co.sr ; 


PKUH'iJl  c  uiA'ia,  i;i:::ui,TS: 


SihflY  OSjL.CLIVf.:  js  the  specific  aim  of  iFiis  study  to  ascertain  ii  therapy  -.ritVi  ?, 

active  <■  ■•uip.  pl'js  nonspecific  inauuiiC);  tir.uil.itiiAiu  .  '--upexior  to  tJie  oot-.Ive  ag.  uin, 
alone,  or  givt-n  in  combination  v/ith  vincri-  •  mic  ai.;  aredni.sorjf;,  'Die  cr  iter  .la  for  ar..-.  .:.s- 
incut  wii.l  be  the  disease  free  iDterval  of  In  cast  cancer  pat;i  eiit.s  vrith  k  or  rioi  e  jvir.ii  i '  a 
axillary  nodes  eared  ■  acvny.  A  corollary  nor.pa7:isoa  :  "  IV:.  h  lsto!  i  ;  :  i.  • 

t  .i  oa  m  ]ait  ;*.i't.!i..i.a7  .iy  s  ac.t  C’pCi.<itco  mu.ii  .i.o.l.l.fjvvccl  cibservciL.i.ori 

or  by  3  active  agent  therapy  in  Milan  v/ill  be  utilized  for  an  additional  compar.-ison. 


TECUXIC-Al.  AVi;'0AC!l:  This  study  will  compare  the  length  o.F  the  disease  free?  jieriod  and 
survival  in  fetaale  patients  having  operable  breast  carcinoma  with  '4  or  more  raetnstat.ic 
axillary  nodes  treated  v.'ith  a  5  drug  combination,  with  a  3  drug  combination,  or  with  the 
3  drug  conblnation  plus  nonspecific  Imuiuno therapy  with  MER',  the  thtirapautic  choif;e  he.inp^ 
determined  by  random  allocation.  Following  rad.ical  mastectomy  (wi.thj  but  preferably  with¬ 
out,  postoperative  radiotherapy)  and  stratification,  patients  will  be  randoirLl.y  assigned  to 
receive  induction  treatment,  followed  by  random  chemotherapy.  Patients  should  ha  proved 
to  be  free  from  metastatic  disease  by  films  and  scans  wherever  poss.ible.  Chemotherapy 
(CONTINUED  ON  REVERSE  SIDE) 

PROGRESS  DURING  FI-SO: 

A  total  of  patients  have  bean  entered  on  study  at  WRAMC,,  of  tliein;  4  have  developed 
progressive  disease,  2  have  expired,  and  35  remain  .stable.  \<'iUi  no  evidence  of  d;i:iear;s. 


bl  fORK  D  Ae-;.:-:i  !  .'N  (if  MliDY:  gOO  '  ^  -  ----  - 

SERlbus/eytSi’iXi'Eir  sMu;'  Eri-Ecix  i;:  si!iyii;(:is  i-.\r';  ir;n'Ai  ;;i(;  iYi  RRbjJX'r':  ' . .  . 

CONCI.USlaN.-; :  As  of  April  1980  accrual  is  approaching  800  patients.  Although  the  regimens 
linve  not  yet  been  decoded,  one  regimen  has  a  statistically  sigiiif i.eant  better  disease- 
free  interval.  'Uris-  study  is  closed  as  of  Ajirii  1980. 

)-l;ti;[CA5  ]te;.;/A;iSii;A(:iS.  KV-oC: 


L' L” y >  Ti'.n i_N  k:a l  avi’i:qa c; i 

vill  bcj'iii  2  to  4  Kceky  nCtcr  rinsti^ctoniy 
chcTut!ir!rai>y  i.uij'.t  bt;  doliiyad  iintil  4  to 
is  despite  c'>i-jc''.>i:vn';e!r;eir.i.  CV.-j:  other ir^yy 
o£  ti'eatineiit  failure  hae  occurred  or  uat 


If  postoperative  rad  iol.lierapy  in  used 
after  car;^.lc!:i()!.  f.f  rac’ jollier aj^y 
contit’.’jen  eitlier  evj  device 

vdilchever  i.s 
clu'.'iotlierapy  beyond  4 
or  beyond  16  weuhs  from 
patient  ine].i.j;ible  for  study,. 


fi  v/eeVfi 
v/ill  b  ? 

il  2  years  have  elapsed 

earlier,  rostoperative  coruplications  v/bich  force  delay  of 
v.’caks  Iron  nustcctoay  in  the  absence  of  radiotherapy 
nastectorny  if  radiotherapy  is  given,  will  render  the 


V;OI!K  U.'MT  KO.  _I‘j37 

' _ L77!';'l7'7i..^^'\i'‘^’:I'’  ^ 

I  Lil.!-;  or  rKOJl.TT:  CoiubinaLion  Chemut  ii^-rapy  aiic!  |  _ _ j’^iia^l 

Rad  Lotac'rapy  for  SLcirc  IV  and  III  P.  Hodpkiu’r.  Difjea'.'’ 

STAiiTr:7;  liviTT  8/3/77 TTtiva ted j  i^sru'-v  8i)  co  /M-mto 

VRlR(:.UV'r^ldjV0STI0AT0U:'  Jgffroy'].7Bcreitil)cra7  M/U.,  LTC77iC:  ^  ^1Z_  .1 


ASSOCIiViE  INVESTIGATORS: 

FACILITY: 

Walter  Reed  Army  Medical 
Center 

SERVICE : 

Hcmal.ology-Oncology 
Department:  of  Medicine 

KK.Y  WORDS  :  Combination  Chejnotheriipy,  Hodgkin '  s  3  Cag«  IV 


ACCUMULATIVE  NEDCASE 
COST: _ None _ 

TY-^T^ibiDCAs¥liosi''r’ 

None 

STUDY  OBJECTIVE:  1.  Compare  rL.ir.isr.ion  frequency  and  duralion  of  i.uelve  versus 
six  montiil.y  cycles  of  CVPP.  2.  To  '“terinine  if  radiot.bcrajjy  augm.'  rits  ef.r.if^acy 

six  mon  Lilly  cycles  of  O.'PP.  Jo,  'J'o  determine  If  r.'.-i  i  othr:  I'apy  given  lje(:v;een  ay- 

3  and  A  is  preferable  to  that  after  6  cycles. 


TECHNICAL  APPROACH:  Chemotherapy  CCNH  75  mg/M^  p.o.  day  1>  Vinblastine  h  mg/M^  IV  day  1 
and  8,  Prorabalie  100  mg/M^  p.o.  day  1-14>  Prednisone  41  mg/ll?-  pedal-14,  Radiotherapy 
2500  rads  in  4  veeks  to  gross  disease. 


ACCUMULATIVE  CONTRACT  ACCIR-HJJ.ATIVE  SUPPLY 

COST :  _  None  _  C.ObT ;  Hone  __ 

T^RIODTC  REVmj'ltES iu/fTl 


PROGPvESS  DURING  FY-80;  WRAMC  entered  seven  patients,  r.ix  acliieved  a  CR  3  pal  :If;n! 
remain  in  complete  remission.  No  follow-up  data  available  on  the  one  at  thi.;; 
tiii'.e.  One  of  the.  two  CR's  have  relapsed,  CAT,GB  entered  256  patients. 


I.UMtKR  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLeYiON  OF  STUDY  :  'Crosed  at“WRAlTC' 


SEIMOIIS/UNKXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTICIPATING  IN  PROJECT: 
None 


CONCLUSIONS: 


None  of  the  treatment  regimens  appears  superior  to  date. 


Pi  BI.TCAi  lONS/ABSl.RACi.-),  H-  SO:  Gutlieb,  AJ  e.t  al,  Nltrosou re.ns  in  iJie  Tliernpy  of 

Lynpbom.ns  (m.nnuseript  in  preparation)  2,  Rafla,  S  el.  a'!.  Toxicity  and  Prel  iin  ii'  ;  ly 
la  :  ult5;  of  Combined  Radiotlierapy  .and  Chemotiier.apy  in  Hodgkin’s  Disease.  ASTR,  Oct.  l'J/9 


v.'o:uc 

.'to  f> c p t. c i.iV* Cl r  19 8 6  _  [I'iiOVOCJO/.  K'O:  ('Al.ijfi  J !> |  S'JA'jilS: 

ilVL-K  (>1  rnO.Tr.Cl’:  CombinMt.ion  Ch^'^inothei'apy  aucl  [ 

Ir!!!’-ir'.otherajiy  I’i'l-v ion'ily  Trca.toct  Stay.c  'ill  !'■  t<  IV  Kotl};-' :i p ' :>  OIgp.. 


)U).  J  V3H 
J  ill  p).  ii  i  X 
J-'ijia  1. 

;GC‘ 


yVARTTXG  DATg: _ 7  pJ.H/Y'^ 

■  “ .  IRVKSTl C^'t'O 
ASSOCI ATK . INVESTIGATORS : 


_ _ ^  {'ksmma^o  co:i^EmoR  daim-::  ' 

i.TC  Jeff  rey  L.  Bcrc'ubery,  i:.  D. ,  )!C 

I  KACIblTY:  V.'aitor  iu;ed  Army  Kp.dj.cal 


_ _ _ _ Ccjitpj: _ ’ _ _ 

■.  ■  ■  SERVICE:  llfrraatoio£;y-Onco].oy,y 

_  _ T)spart:niant:  of  '/igdi cin e 

)CKY  V.’ORbS:  Hodj^kin^s  D.'i-sease 


ACCUMULATIVE  MEDC.ASE 

COST :  None 

ACCUMULATIVE  COX‘TR,\CT 

COST;  None 

accumul.ative  supply  .. 
COST : 

PY-SO  MEDCASE  COST;  .  _ 

None 

PERIODIC  REVn-W  RES 

ULTS ; 

STUDY  OBJECTIVE:  Ir  Coniparison  ol  two  ckiifereiit  loitr  crrug  rcf^ir^jenr; 


To  explore  nltematJup.  rcgimpnG 
3v  Excimtnc.  cotitr.lbution  oE  MER 


'iECUNICAL  APPROACH:  Relorcuo.c  aprjendcd  Gcuenuu  'Rotf  G'ddc.ridiira  ^r5  cllGGont  inued 
nainsengne  drlcilguibucIX  addenduia  irC  d.i.f:coriti.viuc.d  HEEs  (reGthanal  C'X):rackable  •' 

.  •  .  •  •  residue  j<f;G)  , 


PRO'GPJESS.  during  FY--80:  WKAE'IC  entered  aix  paticni'.i:,  3  patients  remain  In  complete' 
remission,  Ko  -new  patients  are  being  added,  CAI.GP.  entered  21  patients  In  1980, 


.'■•'iEbER  OF  SUBJECTS  TO  PE  STUDIED  BEFORE  Ct^LETITOI  OF  STUDY:  80  CALGB 

Sf.RTOilS/UNEXPECTEI.)  SIDE  EFFECTS  IN  SUBJF.C'IS” PArv'i:rCI FAijNC‘'lN  rPOj'ECrr  .  ^ 

.At.  VRYv'iC.,_.o.ita_pttLLCDl_iLeveJR?pe.d._acute_3ay.elQgeQU5  Ae-.tdcr'«tiL^P.mi_pa t_i'en t_dCTe-lj^  cTi.r on i c. 

C.OXCI-EiSIO>!S :  Tfuial  failure.  2“  to  Steptozo.tocin, 

1,  I'Pls  is  of  no  valne  In  reT-.iissi.on  —  duration  or  maiul cnfmcc , 

'/.  Pjitient.s  v.'ftb  prior  cEicmotherapy  bave  a  v.'orse  Tc.[.ii5;sloii  dnrar.:f.nn. 


PUBf.TCATIONS/A'RiTKACXS,  FY-^-80: 
CoIrTiari ,  11,  et  al  ,  Cordii  n a  t  ion 
/SCO,  Vo]  20,  "avilr  1979,  page- 


Cancer  .C]  inlcal  Trials  --  (iend.ing  pvibli  cati.on 
CnemoLberapy  in  Adnin'-fJ  Recurrent  HodgTein'r;  D.i 
A 28  Ac  .908 
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\;01iK  Uf.’IT  NO.  1‘j39 


. v5  S  19^0""’  Inwmcoi.  NO:  CAI.CJK’ 

Yf^ipf  oT  i  rUi.IECT:  C’JO.CB  Prot  ocol  75A  I  :  Conbiuat:  i  on 
Chemotlicrapy  and  Iiiunuuotihf.rc.py  In  J’tov.i.oj;ly  Untreated 
Stage  Ill  and  IV  Kcuiroblas l.owa.  A  Ptuiae  ITT  Study. 


;  VrA  TIIS  ’  ]n;  0)-ii,r  X 
!  rinal" 


STAPTiN';  . 

Fni'Jci  :’AL  f  AVKSliCATOd:, 

ASSOCi  ATE  1  N  VEST i OAT  Oi’S  : 


KEY  WORDS: _ _ 

ACCUMUL.ATIVE  WiiDCASE 
COST: 


I  ITi'i  1  '.V  1  !:■ )  t.t 'ri-'i.f,  i' j  i)/» 

LTC  doiUcy  i'.  1  X'i'cabcrg,  MC 

I'ACii.lTY;  V.’aliur  I'.c^rd  Aciy  ilcdicaf 

_  _Ccnl.<.x  _ _ 

SEKvJ(;i‘. ;  ilfinal  ology- Oaco  J.ogy 
_ _ ■  _  'Jl!i 

Accij;  iTu  IvFr  V  if  rr  raT  i' 

COST ; 


ACCUMU/.ATJ  VE  fPdJ'l'EV 
COST; 


FY-80  MEDCASE  COST: 


PLKIODT.C  REVIIM  RESULTS: 


STUDY  OBJECTIVE:  To  evaluate  tbe  role  of  triple  drug  I’Vijicrl.stinej  Cyolop'bopbaLj ! doj 
and  Adriai-iyciii]^,  coinbina' inn.  rhemotuerapy  in  p.rf'yiou ;-.T.y  Mj  r;:agf--  III.  .  V 

iioiirobT  nstoraa.  To  evaluate  i 'lo.  imniunologica  ’  i.<'spon.s.i:ven.e' n  of  patients  vri.th  rl :i 
ted  neuroblastoma,  hotb.  prior  to  and  during  f  licrapy.  To  ?:  aluaiie  rh'~  role  of  an  a 
fCEi;)  tfoujdu.  capa'.lc  of  s'  i  aXi  i;-''iH;d"  i  , ,  ical  r-  .  irer  ;  'i;  i,  1.-,  i.ev,.:..  oi  in: 

p.'itiea:.  'c:  ijiipiu'-iolo;',.!  cal  rcactlv.i.ty  (to  sK.Ln  t.eoi  G)  uid  ;Ln  ItriDS  or  jJOKsible  conLri.L  ric 
to  prolongation  of  mediriu  survival. 


TECHNICAL  APPROACU;  Vincristine,  Cyclophosphamide,  Adriamyci.n,  versus  Vlncriotln, 
Cyclophosphamide,  Adrlamycia,  and  HER. 


PROGRESS  DURING  I^'-80:  I’iye.  patients  have  been  entercul  at  WrtAi-iC,  One  ))at:i,cnL  was 
ineligible  because  of  prior  treatment.  Two  patients  have  expired  on  day  8!1.  and 
day  700.  Follow— up  is  pending  on  the  other  two. 


LUMBER  OE  SlIiiJr;C:TS_  TO  STUDIED  blH  OKi;  ComI'I.rtui.T  UK  .S'l  UDV; 
SEEi0uS7u>;EX!’ECTid)'sn)E  EFEEinT;  Vn  SliiUECiS  PAKl’lClPAriNt;  Ji. 

None 

COMMLUS 1  ON'S ;  Both  regimens  were  effective  but  no  cf'in  1  iirci ons 
noc'ting  of  CAhOB. 


..Ciosc:(l_  to  ._pt. _ entry 

PROJECT: 

Tiade  as  o.F  April  80- 


PUBL!  CAT  I  ONS/AbSTT.ACTS  , 


FY- 80 : 


None 


ACC'JMirLATIVy  m-:dcase 
COST:  _ 

TY^O  COStY'  " 


ACCUhTJLATIVE  CONTRACT  ACCUMULATIVE  SUPJU.Y 

COST:  COST: 


I’KiUOMC  RKVlKi;  RESU/TS; 


STUDY  ORJEC.'i  i.VL :  j  ,  'jo  ilo.v^'lop  c>  coiiiltioeci  rnciiol.lxei.apy/chtuiio therapy  regimen 

■  of  inf:cnt  '  ■  •  ' 

'i’.i  ii*;;':  'u' i,  r.c  iui io.i  e;  ;  a  '})■ 

coixculiclal  i.ou,  .  ’  . 


TiXtlNICAL  APPROACH:  . 


Sc..-  cle  tn j  Ic  oi.’t.I.lnc.  :I,n  IVY 9  vc‘port  .^ 


PROGPvSSS  DUPrUG  FY--80:  ‘’'.i-.iicly  cil.cicc  X'itli  tl  I  cc(v ■  i  ;  c ng  i-.cl !  atric  .MCpTnc.ri!:  of 

CAT.CB.  One.  WK.-VMC  pat.r.acil  ali.ve  in  ri.-itisinion  l>c-  i  o’l.l (.'.■.'cd  fc>r  aiirv.lval  ' 

nntl  toxicity'. 


ifUMSKR  OF  SUDJF.CT^;  TO  LK  STUnTEl)  Er.FOKK  COMFI.F.TrOD  OF  STUni’;  Hone 

5;!;FtLous7uYiiXfY;cTF;iY  sxiJK'FXFFCTS  In  sbiiTixYs  pAUTicii’A'riF(;  jk  prcukct: 

None 

CXNCLUS  IONS  :  Study  iinnlxlc  lo  Im  caiwpl  c  1  c!  licc.nuc.c  r.f  clo.';c-.cui;  of  Jhid  :i  a  I  r.i  c  (lALC 


Title  of  Project:  CALGB  #7584,  Adjiiv:int  Chcniothsr:ipy  jii  O.sUiogenic 
Sarcoma.  Adriamycin  Versus  Sequential  AdriamyCin- 
Cy  clophosphainide . 

Principal  Investigator:  Chief,  Fematology--Oncolo;>y  Service 

Associate  Invcstif-ator: 

After  numerous  requests  for  an  annual  progress  report  on  tliis  project,  as  of 
20  Feb  01,  there  has  not  been  a  response.  This  progress  report  request  was  for  t/hc 
period  20  September  .197t)  to  J  0:reber  1.980,  We  can  )  o  loupv-r  (lo'lny  aornpxla- 
t>«t)"of  the  reports  submitted  b}'  tho.se  jnvc.stigatoi’S  who  fiomplied  wit})  the 
regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  wliom 
this  investigator  submits  lii.s  repoit. 


ivvii:-.  ;vj  li’KOj'oc';)!.  ko;  calc:‘'> 

■il'i'i.l',  ()';•'  t'.o;  Cii;':-ot!ic.r.-!))y  For  Sta^ei; 

I  LX  and  IV  l-.>nphoc.y  t  j.c.  Lymphonui  In  Adult.s  wi.Lh  oi: 
''•.dXc>  Lhorapy 


V0);k  u;;tx  i;o. 

STA’j'O  I  ;  I  n  I  c-  r  m.l 
I'lii.'il 


:■  i'AV.'i'iuG  ixALi:;_  ^Ao77G_  ”  'Qlsyi >:7\Tk?')  DAi^^cTos77r^ 

>:;l>ycn7ur  li'fviC^hGAVcjlVr  dot  Ivey  L. ' 


•.SSOCI ATE  INVESTIGATORS ; 


ROKDS:  Lyanph-ocytlc  Lymphozaa 
VT;c:uFiuLvnvFfTEDCA  '  ^ 

C:O.ST:  Hone 


FACTLITy :  VJaX.ti'r  ILeed  Ariiiy  Kedical 

_ _ _ _ _ _ _ 

SERVICE:  Hciiiatology-Oacolo^y 
_ DepartmanL  of  Medicine 


ACCCMCIJLTIVX;  CONTXUTCT 
COST:  Hone 


}i-80  IIE.DCASE  COST: 


None 


ACCUHULATIVj-  SUPPLY 
COST : 


PERIODIC  REVIEO  RESULTS; 


STUDY  ODJECXIVE:  ,  r- -  -  .  •  -  •  •  j  ^  . 

1,  lo  conf.rr»a  oiupiovcfficnl:  a.u  rcia;».t;«;i.oa  xnauctxon  of  J.y»iphoc,y!:i,e 

lynplionja  By  addli'ic.  Strep  ten!  Pt-J.r'T'o  'Viac.rifU.ine  and  rrednisoue. 

2.  To  examine  tlie  rcle  of  ■:adiot:U.ei.apy  1:o  Imlky  (b'.t;eafte  sites  in  improving  romlssioii 
rate  and  duration.  ■  ’  . 


atC'UsIC/vL  /iPPROACH:  CFi<rrootTie7;apy  to  all  patients.  Streptenigrin  1  ng/H^/ueek  po  x  6 
'.;ecks  Vincristine  1  lag/M?-  IV  x  5  vceks.  Prednisour  AO  po  x  6  week,  Wnintenance 

RT  3000-4000  rads  to  Bulky  site:;  follovted  By  COVP)  Cytoxan,.  Vincristine,  and  J?rednisonr; 
or  only  CVR.  '  .  •  • 


FilOGKESS  DURING  iT-80:  15  pat:i.enis  entered  cit  VJKAHC.  Seven  achieved  a  C.R.  3  patientr; 
have  had  progression  of  disease.  1  new  patient  failed  to  attain  C,R,,  4  patients 
are  in  complete,  remission  still.  .CAT.CU  entered  231  patients. 


itiAER  OF  SUDJF.CfS '  TO  EE  STUDIED"  BE  FORE  CO.'XPLETfON  6?  STUDY;  None 

t'lnOUS/UUFXPECTED  SIDE  EFFECTS' In'  s INJECTS  PART ICIPATING  IN  I’ROJECT:  Radiation  hepatitis. 

.’o  patient  developed  radinl:ion  liepati  txs?  .  .I-nlianced  By^  Vincr^^^  _ _ _  .  . 

j.x’CLUSIO.'iS :  1,  RT  prodocfd  increased  toxicity  to  ])one  marrow  and  liver  v;ithout 
inproving  the  nuioBcr  or  duration  ol  remission, 

.n'd.T CATIONS/ ABSTRACTS,  FY-  80: 


See  report:  on  CAf,Gf>  VC'j?., 


v;o!U(  uiiiT  );o, 


))A'n^:  30  Sept  er!l)('.r_  1980  [I’KOTOCOI.  l.’O:  CALGli  7652  _  I  S  rA'l'IlS  t  J  nt  criio 

TiTuror  V:iiuKcf: . . . .  . . .  '  . . . . .  I.UIZ’  Zj;?na]73x~ 

Cor:ibinai;  io:i  Tiicrapy  of  St.n'(^a  III  anci  IV  II  if.tiocytlc  )a'i  .ptio;:;7i  '  . . 


START  ft;:  aATR;  _  _  _  __  j  KSTIiR-VJ-KD  COXlT.F'f]  O'.  OATi,'.;  '-loind 

■■  li'^ViOiTfOATOt:  DrT ~3cf  frey'd:.  RcredberK,  LTC^  MC  ' '  . . 

ASr.OCIA'iT,  INVbSTlGATOKSr . .  P/vCt  LLTY : '  Wari  er  Reed’  ATn^y  SedllTai 

> _ _ C'  .'.a..  *  __  _ 

SRRVICl’.:  Her  v’:.alogy-0nco ropy 

_ _ _ _ _ _ _ _ _ _ Dapa.r tr.ient  of  llediclne 

KbY_  WORDS  : _  Histiocytic  Lymphoma  ~  ' 

ACCU'iUI.ATl  VE  MEDCASF.  '  ACCUTIuL'mvF  fACCUTluflTIVE  SUFiFF 

COST:  _  _  COST;  COST: 


n’-80  r'cTSASK  COST: 

Hone 


ACCUMULATIVE  CON'TRACT 
COST;  _ 

^jlFniiFvcc  REvm 


F.EVIKW  RESULTS; 


SiliiA  O^.JLCiI\.  :  Yo  del  ■:  rmiro  if  Strept  onij^r  i n  ivK.reaae,';  the  x'e.cponse 

potent  i,.-i  o'  Vincrj  fitinc  and  I’i'.;  rbtlooti-e. 

2.  lb:pi.or.-'  consolidation  icidiation  tbeiriii'y 

3,  Ev.eluatc  consolicbation  v;i»b  Adr  Lniiyc  iTi., 


TEC'fb'ICA.L  /d’PKOACH:  1,  Induction  with  Vincristine  1  Streptonigrin  11  in/li^ 

and  Prednisone  40  mg/ll^  po  day  1-47 

2,  Consolidation  varies  with  Cytoxan,  Vincristine  and  Prednisone  vs  Adriamycin, 
Vincristine  and  Prednisone  vs  radiation. 


PROGPJiiSS  DURING  FY-80:  Three  patients  entered,  two  failed  therapy,  1  patient 
remains  in  complete  remission.  CALGB  entered  no  new  patients. 


lUiFF];.  OF jubyECTirro J.K  FijjjTEij^nEF^ 

SERI  Ob';3/C:,i;XPi';CTEl)  SIDE  JiFEECTS  IN  SU/SJKC’J  S  PAR’rrC’ilFl  INir  IN  PRoTeCtI 

Kotw  at  WTIAMC,  Vincristine  potential  Hepatic  Toxicity  of  Radiotherapy'  in  CALGB 

(,0.,CI.US  I O.wj :  This  therapeutic  rcginK'n  i  s  InFca'lor  to  current  trc-al  inent  expc 

rie!:hods.  The  remaining  jiatientr;  w'ill  be  fo'l  lowed  for  survival  and  long  tcjrin 
toxicity.  Any'  toxicity  v;ill  hi;  reported. 

FUni,  I  J  (;..S/AR;>  i  ilACiS  ,  iy-80:  Glickinnn,  A.,  Vincristine  Enbanced  l!e]'.\tJ.c  Radiation 
To;;iciiv-  ASCC  May  1979,  Vol  20,  page  318,  fCIIA. 


'j'T'ii,'-;  C)F  I'uOJKCi  :  TioaLi!:c-i!t  ol  Acurc;  I.y::iphocy t:J.c  Ltnilconia 
in  Pat-icuti;  Uiukr  T\-.<iaty 


WOi.'ii  \.!;;ir  KO.__iyif)  _ 
S  'J'//!  I  IS  :  _  I  n  L  f  •  r )  i  i  _  y> 
Final 


•.'iASi  TNC:  DATCj  _  _ _ 1  KS'rXKATFO  COMl’H-.TiO:':  DAT!;.:  Cloned  16  July  3.979 

•■UiNCil’AL  IKVfiSTlCA'rair.^oliai!ne«;  lUoci,"  _ ,.1.  --IL, _ I _ I  ' 

FACil.T/l'Y:  Ual.tcr  Heed  Army  ilcdical 

Cc  ut^r _ _  '  ■ 

SERVICE:  HciaaLolooy-Cncclogy 


/.SSO'JTATE  INVESTIGATORS: 
i'rcdaricR  K.B.  lUiyrnan,  N.D,,  LTC  KC 


El -SC)  lEDCASE  COST: 


PERIODIC  REVIEW  RESULTS: 


None 


j  PERTO 


:<Ei  h'ORDS;  Acute  Lyanphocytic  Leukemia 

ACClEiULATIVE  MEDCASE 

COST :  None 

ACCUMULATIVE  CONTRACT 

COST:  None 

ACCUMULATIVE  SUPPLY 
COST : 

• 

. 

. 

STUDY  OBJECTIVE;  1.  To  tcnU  vEe.the.v  high  done  Kel hotroiaLc  can  Gnhnt  itul'’.'.  for 
cranial  Irradiation  in  decreasing  the  incidence  of  CNS  Jenkenua., 

2.  To  test  whether  eonsoJ.Jdatiou  v/itli  high  dose  iteiiiotrcxate  can  increast  the. 
duration  of  remission.  ■  . 


"ECflWICAL  APPROACH:  Induction  vd.th  Vincr.istine,  Prednisone  an  T  .  Asparaginase  50% 
ol.  Patients  v;.L3.'.l.  receive  high  dose  >''ithotrc.xatP.  500  rig/.M2  >:?•  du'  t  con.soJ idation,.  _  , 


i’P.OCPvESS  DURING  FI-00:  ^hlAliC  oat'.e.red  7  patients.  TTircc  remain  In  complete  rerni.ssion > 
out  of  6  v;ho  acldeved  coiuplctc  reiaission.  CAI.GB  entered  GOA  imtlents  75%  of  Ipw 
risk  patients  remain  in  complete  reinission  at  throe  years.  60%  of  high  rislc  patients 
arc-  in  remission  of  three  years.  - 


•  >;;AF.1’^0F'sUBJECTS  to  be  STUMED  mmE  completion  of  study: _ ___Kpne 

•A . r o’us'/unekpected’side  effects  Ik  subject’s  farticj p'atincT  ik' project : 

Severe  Mucositis  secondary  to  high  ^ose  Methotrexate _ _  _ ^ 

tTcidiSIONS:  '  . 

See  1978-79  report,  unchanged. 


,  '',TC-ATrOKS/Ar.ST.R7vCTS,  FY-  80:  Abstiact  vn'll  he  presented  at  spring  ASCO  necti.ngs. 


WORK  IfKLV  KO.  1547 


TITI.R  0;  :' 'Ki.' IXIT :  Co-Riiiiat  ion,  Cheiuoi;lK-raj»y  or  ■''■.iic.r^ci-  i  .  i  i;-,;' 

Ir.ni'anoLhornpy  for  /•!•,■■  t  ast  atic  He.currenl  >?■  .tnoii,  i.nf>,lc  C:;.  'i  of  the  hrear. I  ,  i  'j  rr.nij  -  r, 

Kc-g  tineus :  Cyc  lopliosphaiiiiflrij  Atlr.mmyci  ii ,  .'j— t'luo:  'jraeij  vs.  '  ,c.!oplio.',pli?jrnidc;>  /..ir.ianiyf  j  ru 
5-F I  cmrqi'.racil ALi\^KKiftti.ae,,.....f*.rc.diiisoa^  ■.  V':,  Cyclophor.pV.nTOii!  <j.,  KetlioCvcstate,  _  .CWKvl'  Of! 

STAVi'nA^'  oAiii:'^  . .  [  I  ;;-.  i  !• 

IMlIticiPAirfRARtSTioATOH;  f/fC  Joffre-y  L.  Bcrenb.erg,  KC 
Td^ciAxi;  riRi-^iGA'toRS:  .  . . .  . . 


KLT  KORR'.i: _ 

ACCUMULATi  Vi^'  MiKiCAS; 
COST: 


ri~80  Jii-DCASE  COST: 


I'ACif  !V  :  Wa! 

(■•  i!, 

SERVi  s;  'i.  1 

i)  -:..i 


ACCUMUi.ATiVK  v  ir;; 
COST: 

j -  - 


OATS: 

•  :anci  Arr^y  V;-jiV 
r 

i  :■  ■..''-■  'I.-  !i  '  o;'-, 

of  y,f '  Cj  !  r  i  .'ll' 


:  sci'i’i.y 

,  COSJ  : 


I’KRIOfK  C  RKVIlS.  RS'  tJI.TS  ; 


STUD/  Oj.Ii.CiIVn.  compare,  tha  remission  io-Joctio:  ■  ;.quency  and  duration  of  tJio 

t.’an  CMF  cor.il'iin.i'!  t  i  on  .i 'idividu.rlTy  :;it:h.  the  fiv"'  .’vi  .  ■■  .prA;. In  on,  CA.FVP,  ■>  ii  i  cTj  ep;  '  p.m 

to  ini  tt!'  <  ;o::a)  proo'  nm  in  CA'.nii  'n  I'S .  '  t .  !■:  :  ;  nLotiUi):  tuo.  ;  ■.j.cr 

of  flER  to  eacii  of  the.  three  c.omhinations  incireases  tiSe  remiiarl.on  induction  frequency  or 
prolongs  the.  rejalssion  duration,  or  Both. 


„  itCHNi-C.'v  .0;  .  ,  to  randomi::ation  for  treatment 

according  to  dominance,  of  metastatic  area,  visceral  o.ssc.ou 
develop  aither  less  than,  one  year  from  diagnosis  or  cqua? 
from  diagnosis. 


f  patients  will  he  .strat:Lf ied 

s  soft  t.issue  which. 

to  or  greater  than,  one  year 


l-KOGRCSS  DURING  n’-80;  ,0  p 

Of  12-  patients 

of  diseese.  Three  patients  have  expire 

dt!vclopeel  progressive  disease. 


enttnred  on  study  at  V.']'..''iKC  only  one  remai:is 
and  the  mi,.;iri:Lng  e-.;fght  pal  .ieii-its  have  all 


free 


Mii-tdKH  "of  SliiVjECf^P  Jik  KfiioUKrnKrOJU;  mh  or  jciosed  "  ~  '  __ 

SKKious/n:"XPixTin  side  Elite fs"iN  SiRt!id?rs  V.\i';  icn-Ai'!:;;;  iri  pRoircrr’' 

OOMCi.US  lO.'iS :  Tiri.s  study  has  heen  c-losed  foilov;.ing  the  accrual  of  d?.9  patients.  The  CllF 
rc-gi.me!i  is  inferior  to  the  .ocb'iawycin  coiit.'iim'ng  reg.irr.ens  except  in  patients  vrho  rcce.i.ve 
iK'.U.  ML  response,  frequencies  are.  low  prohably  hccause  of  the  .large  numher  of  patients  with 
visceral  d  Lsease. 

’■Ur.LICATlv  ;;s/Ali.SJ  I'ACTS,  IT-'f!0; 


21s 


Work  Unit.  No. ; 


Titki  of  Project:  CALGB  #7081,  Investigation  of  the  Effects  of  Adriamydn 
with  and  without  Added  MER  in  Soft  Tissue  Sarcomas. 

Principal  Invest or :  C,  Ilen\atolog>'-Oncology  Service 

As sociate  Invest  iyatox*; 

After  numerous  requests  for  an  annual  progress  report  on  this  project,  as  of 
20  Feb  8.1,  there  has  not  been  a  response.  This  progress  report  request  was  for  the 
period  30  September  l£)Vi'-  to  5.  October  1080.  Wo  can  )io  longer  delay  compila¬ 
tion  of  the  report:s  submitted  by  tlios(i  investigator’s  wIjo  conqjlied  with  the 
regulations,  so  a  suppl-omentary  annual  profp-css  report  will  be.  compiled  wlion 
thi  s  investigator  submits  his  report. 


WO];;.',  Unix  i:o.  1551 


I'A't'i' :  30  Sc-;it:c.i.'!l)Or  3  ;.»30  _j[PKOlOCOI.  l!0:  CA3.C.I3  /O  !  1.  _ _ 1 -Ai- ''J  Li  ’ L 

xitlk' Or  .  L  717  ~ 


'J’li:-rnpy  of  Acul;iC’  I.ynphoo.y t;:i c  '(.eiiko.i'i in  iu  Adult/; 


s vAKTi::c:'  pA/fxl'  7  uate:  9 bo  closed 

‘■itlNCT  PAL  liWX'.f.Ti-OATOiv:  I-'-i'C  jcilrey  L.  }!ercnbcry,  H.j).  IIC 

ASSdcudiriSV^TW^^^^  i-^mXlTT  v/aij;er  Reed~Arn{>'  . 

i _ _ _ Center _ _  - 

SERVICE:  lleiuatolojiy-Oncol.ogy 

_ _ _ _  _ ^ _ ■ _ Department  of  liedlcxne  _ 

KKY  WORDS:  Acute  Lyi:ip3\ocyi:ic  Lymphopaa 

/'cciUMuTATIVE  JXEDCASE  ‘  ^  j”Ac'cuHiiw7n l’/ic^;il3LA^Vjr?UW 

C-.OST:  I’one  COST:  Kone  COST: 


rY-80  IfEDCASE  COST: 


^cumulative'  CONTlDACr  '~|'ACCU;-IULATrV£  SU)*?LY' 
33  T:  Kone _ ,  COST: _ _ _ 

|“pERioi)ic  iiisrair'RES lTi7f^  ^ 


Sfl.'Di  O.SJECTr  ,E;  5^0  determine  v/hetlier  adding  Dauinomycln  to  Vincristine  and 

Prednisone  fojjqweel  hy  A^vparayluaso'  vrLll  improv<^  frequency  and  cnralricjn  oi  , 
rosponse»  ?,  To  deteriaine  if  IIER  'i/lll  increase  renission  /iura.tiotu 


TSCilNICAL  APPROACH:  Kegiwen  T  Vincristii-ie  2  mg  IV/vc.eR  .'r'i  ■ 

Prednisone  AO  vig/H^-  po  x'ff.  day 

L,  Asparaginase  500  i.u/ig  IV  daily  xlOcl  begi.nning’ 
on  page  2,  . 

T'l  As  above  Dauraoinycin  45  ing/M^  IV  dail.y  y3  orall.y  ((]ay 

■  ■  .  •  •  .  X-3) 


}'i:0CRi-:SS  ilURIUC  ft- 80:  WRAMC  entered  15  patient:;,  12  attained  a  compl^ete  remission  (8020 
eigtit  of  these  have  subsequently  relapsed,  of  this  gronj>  .four  remain  alive,  and  in 
complete  renisc.Ion.  One'  of  tiie.  -partial  vc-pission  j>;it,;Ic.!ts  -reaeins  alive^  OALCJ;  en’m-red 
164  patients  78%  of  these  receiving  Oauriomycin  aciiic'ved  complete  r C'lni.ssion,  .48%  of. 
tiiosa  did  not.  HER  may  have  had  an  adverse  effect  on  duration  of  complete  remi.ssion,,  ' 


:  :  iTtULR '();■'  faJ/Al>:'CTS'  TO  33?f  STUDIED  I'iONK 

f  f/u'sVULlXXiLECrED  SIDE  ji’rpECTS  IN’  SUgJKCIS  PARTICIVatIRG  IN  '>Ka.3ECr; 

None 

f 'iXcr.uS  JONS :  Ij-iunomycin  inc;rc’.asc!3  the  co:np3ete.  reidission  rate  in  adults  x)ith  ac.ul;e 
ly.phocytic  JeuReinla.  J-U'.R  :iii’munotlieraj»y  does  not  iviprovr-  and  7nay  impair  remission 
duratio.n. 

■  Utd.f  CA'i' rON5;/.'.:;S’i'HACT.‘; ,  FT  -80:  Ab.strnct  p7  er,ented  at  American  Society  of  nc'.mal.ol.og-y 
e :  i  up,:;  iJcce:  her,  1979. 


nVfilV  ' '30^8^11  jVuOmioi^  ^^AI/;i;'  7632'' 

tit/'k 'b?  I’liaficcr :  . . 

Choinc>t^erapy  in  Indo]>-nt  Chfcmic'  l.yi 'nliocy  i  ic;  /.eiiko.iii  i  .1 


V.’OKK  UNIT  I!0. 

(CLL)  ■■  . . . . 


ST;^TI>b' IjAt’n’;  '30'  No  /'  1976 
VrINCI  1  Vjb  I  N\'iCSTK;  ATOIi 
■aSSOC1'A3:E  lNVKSTXC:ATbii3l 


JcFlrey  Bc:rcnbcr}', 

'FAo'i  L  n  Y  i  WalTcr" 


V'.:'‘d  7vi:iny  I-RulicnJ. 


_ _ Cenlcc _ 

SEKV'1C£ :  llcmatoiogy-Oncology 
_  _  Uepartnent:  of  Medicine 


KEY  WORDS : 

ACC  OMUL AT  L VE  ME  D  C AS  E 

ACCUMULATIVE  CONTRACT 

iCCUMUL.'VJTVE  SUPPLY 

COST :  None 

COST :  None 

COST:  None 

n'-80  Mr.bC’AfiE  COST:  ‘  '|  PERIODIC  RFA'I Eli  RESULTSV 


SlliDY  03 JiiCi  ’  V ;  "j^.y  dp.Lcnniue 

will  pr  olong  'jurvlva'' 


if  clK-.not'i 


r.’iipy  \'7Xth  crilor aiabucll  Jn  ri.nrlolcni  CLL 


technic: AL  APPROACH 
to  Rcgir.ciu  I:  No 
q  28  clays. 


•  After  an  initial  12  week  observation  period  patients  are  rancloinized 
treatraent,  or  Rogi.tncn  11:  Interniittcnt  chloramlnicil  0,5  mg/kg  po 


PROGRESS  PUKIMG  FY-80:  i/RAMC  three  pa!  ienl.s  were;  cnLcred,  1  vans  later  found  to  he 
ineligible.  One  patient  progressed  on  the  follow-up  aro.  CALGB  not  updated  at 
last  call-up. 


i;iiM3EK  OF  SCbJECTS  T(’  3E  STUUIKD  BEFORE  COMPLETION  OF  G'JilDY:  .<  50 


SERiOUS/ENi'lXPECTF.D  SIDE  EEFECTS  IN  SUBJECTS  PARTfCIPATJNG  IK  PROJECT: 

None  _ _  _  _ _ _ _  _ 

(ToireXus  ions'; 

Too  early 


PUBLl  C.M  rONS/ABSTRACTS  ,  FY-  80  : 


Z^3 


None 


uo;u;  u;:].T  no, 

V'AV;::'  t-rhc-^  j!'' 0  !:■,.•  ;\  iv:;  koV^‘A1/JH  ?:j9'1  {  stam;.  •  '  i,.;  r:.'i;:r '' ' 

Vr,:.~"cy  '^::n:-cry- . .  .  '  '  . -  j.,, 

'>  c:  yon  of  .lnvc)lvod  I'in'ld  Rod  i  o  (.ho>‘ax).y  v;i.lh  Adjuvant  MOPJ’ 

:  -jlhoraj  y  iMrJ  L’xlondod  i''.i,o.l;]  Uadi hor.ap;/  in  idio  'iTcaatifienb  of 

d  ■' '>.r;o-  l--cUid_. ,LJ..dlcixl-,iu.n:',  Diseay  '.’  ,in.,.Gh.L.lcif.‘.c;'i  . . . . .  . . . . . 

d  . i  Closed  GnT,U;mbej- 

' .•L.  \a  .!•'> ■• . Dr ....  JoJiannea -Blom . . . .  .  . . . . .  . 


AiSOClA'::-;  INVKiTICAiOlS  : 
Dr,  Frcder.lck  Ruymann 

KIV  Iv'Ok!)! 


nCCUIINi.li'i  VN  y,L:i‘i'LY 
COST  : 


..  JoJiannea  .Blom 

FACn.ilY;  Palter  ItoeJ  Ar:r/  MeC  i ! 
Cfiitei. 

Sl'.i'Vi  CD  •-  ltcr.\Arf  Loj-.>'  'OniH'lcv.'.y 
__  |)C“{).11  t!:i-|l'  of  M'.ril  L(;  i  ae 

111  .].lQ.diik.iiL5....Di. ,s  0  af!  o  ,  Chi  Id r on 

ACC!JMlii..VriVD  hCOCASN  |  ACi.CMUI.ATf  Vi!  ciidTRACl 

COSTrfiQne _ _ _  !  Cc'ST:  Rone  _ 

i-'Y-80  .''.D.DCASF.  COST!  ~  pDfidoiilirTarvriD^^’?^^^^^ 

STCCi  d;rp:mv^:  . .  .  . . .  . 

To  compare  ‘the  effec  tiveness  of  .involved  .field  radioidiorapy  versus 
.IF  RT  plus  T’OPP  vei’sus  extended  field  riidiolho7:apy  in  children  v/ith 
s  tage  I  and.  II  Hodgkins  Dise^iss. 

o  nxatm.rie  'i  iu:'  r'v  l  u't.i. ''c;  v'Cta.i  •,) I  Cj.  ur.’!.!;  .;i.,.'  o.i" 

jnfections  in  tJie  three  differrent  treatment  arms,  ■ 

TdaiNIC/.I.  Al’iMOACU; 

All  patients  v/ore  laparotomy  staged  and  tii.e  randomized  to  either  .RF 
or  IF  RT,  lower  limit  of  radiation  being  3.'i00  Rads.  Half  of  IF 
patients  receive  standard  ROPP  for-  six  c.v(nlos. 


19(10 


PROGRESS  itjirio  FY-SO; 


URAMC  did  not  enter  any  patients  on  this  study, Since  the  Pediatric 
section  of  ClvLGB  v/as  diiisol.yc'd ,  ,  tliis  sttufy  has  been  c’losed. 


Py.  Guii  jKhs'  to  Im'  's-nJ')n:l)"!Whduir  dKa’U’f rdlfbr  siiiiTyTl^tine 
Giaoous/CNExs^CTRi)  Rif);'  CHilcis"  I,:/' Vlhijcch^' PAhacrPATll^C^ 

_Rono 

coNcii:;;'i..> :  '  '  ''  --  ---  - . - . . .  . . . .  .  - 

'I'hls  study  is  cHo-sed. 


PldS.lC.-  .'SS; S/A'lCrRACiD  ,  I 


I' V 


■;Yvncr  so  Sc  vtor^Ijor  - 

ilT!-K  Ci'  i’iU'H  v;i':  IValiuitlou  )f  Calacl  LtoT  '!  .  2:5, 
6-l)i".p.!iyclro  La  (.110.  Treat :acii('  of  Aclve.acecl  Cm  iiiona  of 
t.lie  1.:",};'  a';il  Mel  aiioria  . 


WOItlC  UNIT  i;0.  1.555 

I  J  o '■ 


STARTIN''  I'lA'i  K : _ _ 

}x;yj;CI~!ML  IN\’KSTir;.{TOIU.TC  jeffroy.L 
ASSOCIATE  INVEStf GATORS: 


I^EST'iMM'EO 

Bcreaberg,  ,.I.1C _ _ _ 

I'AClM'i'V:  Malt.er  Rc'.cd  Army  Med  le  al. 

_ _ Coni:  er _ _ _ 

,  SEUVICNE:  ifeinat,oloi;y-6ncolo{;y 


Deprii'tinent  of  Medicine 


KKV  WORDS; 


ACC  GMLT-AT I VE  HEDCASE 

COST: 

accIrr; 

COST: 

I.ATIVi;  CONTRACT 

ACCUMULATJ.  PE  SUPPLY 
COST: 

I'Y-SO  Hf-DCASE  COST: 

PERIODIC  REVIEW  RESULTS: 

YtUDY  OiCfECTTVE:  '  . 

To  .cle!:e.vwi.iie.  the  ani  Jiiiinnj:  etCex;;,  oj.  , ,-a.!  acfcj.Io,:  ;in.  amal  1. 

■;ell,  larRe  cell.^  squamous  aad  acleuecarcinoi-.a  of  iTv'e  ,l.un^^  and  anelaiioKjai 


TECHNICAL  APPROACH; 
q  7  days. 


Galactitol  Dosage: 


60  rag/in^  as 


a  slow  ;Livtravenous  push: 


PROGRESS  DUPaNG  JT-SO; 
expired V  One  patient 


Closed  to  patient  entry  1  dfune.  1979-'- 
responded  tejnporari.ly. 


all  patients  have 


I  UR ;  :i'e  irb  r '  s  i:  s  j  E  ( a^~fo  s  fiMii  'ji 

^TTRIOihr/lNKNiqicaibj  SIDE  EFr ECI5  IN 


TONE  COMi^i  ION  i 

SIRRIECTS  I’AHTI cYpA'I IMG  IN 


_C1  o .s,o,d_  t.ojiat  1' ;n L-.cn t;r y 
PPvOJECT: 


_ _ _ _  _ IIbne._^ _ 

CO-NCLUSKR-IS :  Study  closed  -  C.ALGB  for  poor  re-sponse  rate;. 


}'iT!L!  CAT  !  ONS/ASSTRACTS  ,  F V-SO  : 


June  1979 


wo;  /  oMj'j  1:0.  ;i')OG 


I'AVi;:  .'<0_r.c-^.r  er.'lK'j  _  ji'llOCOOOI.  N0:_  CAI.Cl*.  7721  _ j  STATtiO  :  _  J 

yiTi.r;  oy  i’wooiicT: '  . . .  .  ^ . .  I  'I’Jmii 

Co:riparatxvf  Siudy  ol  Adr.un-.yci.n  vr>  ' -  * . - .  — 

■  yc in  at  Tv-’o  ]':  >  ..  i-ov-:- ■  -  InductMOu  n  4~v;oO(i  -5  iJyc3-p.  i'o/' 

‘PpancP  Ciuii'.'.c? ll'.pmpy  m  Acnti*  Mydocyr.-i  c 

STAiIi  i  ::c  77 . .  [  Ks'imva: i)  'c.^">U’TEn  6:1 '  iiATy 7 9' 

IKPlCli’AW  IKViI^CATOrV  Dr.  JelTrey  IJ.  IVt-rwa^Eii” 


V'.KY  W’OIlTiS:  Acute  ilyelo'cenous'l.e.iEcSai.ji 


ASSOCIATE  INVESTICATORS: 

FACILITY: 

{•.'alter  Reed  Army  H-edical 

Center 

SERVICE: 

Hematology-Oncology 

Department  of  Medicine 

/.CCU;:i;L/.TIVr:  MEDCASE 
COST:  I'Oiie 


ACCUMULATIVE  CONTRACT 
COST:  None 


ACCUirULATIVE  SUPPLY 
COST :  . 


Li'-80  KEDC/vSE  COST: 

Kous 


'j^'ERYoiTtC  RESru/IS  : . 


SiUx3i  OliJECTrVt::  y,]ietVicr  rr.rftissioti  duration  and  fjurvival  of 

■jL.  tlie  same  or  different  v/ll;h  Daunoi-iyclu  COMRL  A5  w.n  .SO 

To  tent  Viiethe.)  Adrlamyc.in  CADRT  30  can  be  substituted  .for  Di'Pl,. 


TCCHNIC/vL  APPROACH:  1)  DNR  dli  wo/i'.t2  IV  .days  1-3  u :  us  APJv-C  .100  .ing/M^.  ;i.v  day  I^IQ 
2)  D:'7R  30  XV  days  1-3  plus  ARA-C  100  mg/t#  XV  day  1-10.  ■  .  .  .• 

■>}  ’ADR  30  IV  day  .1-3  plu;:  ARn -C  100  IV  day  1-10.  -  • 


PROGRESS  DURING  FY-80:  b’RAMC  entered  ?.G  patients.  10  obtained  a  complete  remissions 
'■  p.'irtial  remission  and  13  no  response.  Only  tliree  o.f  the  responders  remain  alive. 
C.'.T.GB  t;ntercd  709  patJ.ent.r;  t.et:r.iVI.  rei'tisslo'i  rat  e  39%.  .Teen t.y- ■:!!.!. ue.  percent  of,  Idiosc 
•.  '..0  achieved  remission  are  alive  in  three,  years.  High  dose  Daunom.ycin  DNR  appears 
:  ore  toxic  in  patients  over  60,  ’  .  . 


■YeR  o/’sUifdF.CJS  TO  STUDIED  BEFORE  COMPLETfON  Or  STUDY:"  "^Doric 
.Ri'6us7UA'EA?ECTf'D  SI DlY  EFFECTS  jif  SUBJECTS  PART) CIPATING'  IN  ritOjiTCT: 

Soc;  1978-79  report.  Bleeding  and  infection. 

:  iCi.'ISJONS:  Elder.ly  patients  ina3'’  benefit  irom  low  doses  of  DDR  during  induction. 


/:.iCAi'to;:s/AssTRAC'i's, 


FY  80; 


KORIC  UK’TT  KO.  _ 

TITl.*.'  U/'  )'i;0.m:.'1  ;  A  Stiiil^  tc  DuLt';  iiu  ii<.-  t  lif;  I'^f  !  cct  !  vc^na...-;  |_  . . 

of  Sin';le  vs  Kjl.tiplo  Alky]  ;it  iiig  Ago.iU.s  v/:lt]i  t.r  witlioiit  /■;:].-!'•/(•■  jn  in 
llie  }.'i  i..;iy  'i  I  L'lit-i'ieiit  of  M;i  ]  i.iplo. 

~ .  _  .i.!!'’!''’  ' V''’-."’  .  '“il'!'  -  .  . . . 

i'RiNCiPAL_TNVj;STlCATO.<;  _-ic’iCroy_I..  Horenhi'i.f. ,  U’C,  MO  _ _ _ 

ASSOC'iX^f'iFixVi;^^^^^^^  ”  I'ACU.ITf ;  l/aiLcr  K:  r-d  Army  Me.di.cfii, 

_ _ _ _ _ 

SKUVjCL;:  ilf.T:aL..i]  ogy~0!'.rx>logy 

DapaiAi  'Oiii  of  Jfcdfc  i.no  _ 

KKY  iTORTisl  _  ^  _  .  _ .  _ _ 

AcctP.nj:.,-\yi  vir  MEDCASii  "'T  AcarMULATivi:  corri  ii'.br  j  .'.ccdMiJi-ATj  v.i  .S'ji’Ply 

COST:  COAT;  COST:  _  _ 


TY-SO  MCI :: ASK  COAT: 


3’KiaOlJfC:  I^CVfK;;  RCSriAC; 


STUDY  ■’i-xi'lVi'; :  To  test  t'v.  liypotliesir:  that  .ree  alkyl  at- frig  agents  given  s  'aientia 

procUi'  .  :  Higher  frcquenry  of  good  ■<  cr,<)nnae  .  •  longer  dtii'a '  ion  of  fli.seane  coti)  j;o,'l 
than  the  r.awe  alkylat  ing  agents  given  in  coin:-.- nat  i  on ;  that  addition  of  ad'r.i  anyel  v  (  o 
a  com'tj ‘inat on  of  tliree  ^r'l  I'tylating  a.gf^nta  -  Tni  rej.'.io.':  tl-’e  f  ;'r;r;n enoy  o.f  gorv' 

/ind  p-'o-  tie  dn^at.fon  c'i  d.i;varv_  e<ii.;  ..ol  .  '  i,  i  i:  /r.  e:  good  re^.pr;!n;::  avid  i.h^^ 


/Old  p-'o-  e'-,;;  tie  dn^at.fon  c'i  d.i;varv_  e<ii.;  ..oi!  .  '  i,  .ne  x  e:  good  re^.pr;!n;::  avid  i.i 

deri’.t.'...ia  of  clisaftse  control  art  the  sanit  aft'.  ■■  terati'icnt  vi.th  intravenous  L~PAM  an 
after  treatment  witli  triple  alkylafing  agents. 


TECtlolCAl.  API’JIOACH:  Combination  all;y .dating  agent;;  pl.os  prednisone:  L~PA>J,  Cyclop'Dos 
pliamide,  and  BCNU  versus  Dequentlal  alkylating  agents  plus  prednisone:  L-TAM, 
Cyclophosphaiuide,  and  BCNU  versus  Combination  alkylating  agents  plus  adiriamyci)!  jilur; 
prednisone:  L-PAH,  Cyclosphosphamide,  and  BCI’O  versus  I.V.  L-PAH  plus  prednisone: 
L-PAM. 


PROGRESS  DURING  r'Y-80:  Eight  patients  arc  on  this  protorol.  Eeven  patients  have  had 
partial  remissions^  the  other  patient  is  not  evaluable.  Tv.’o  patients  ;7ith  initial 
response.!;  have  rel.apsed  at  days  3A8  and  436  of  therapy  and  have  srince  expired.  .G.i.: 
patients  rc^main  on  study. 


ItllFOKKJAiii'ld-’.TIOM  of  .‘>'!  UDy  ;  _ 

5r!UU0;JS/io;g;ah?(^  sTui:  ^^FKKCIS  IlTsinidFCTS  I’Aih'tCri’AiTAG  Id  I’KOJKCT: 

_ _  None  _  _  _  _ 

COU(;LUSiOGS :  KeglTneas  seen  effective  but  still  too  early  to  e.valuatc. 


I'URCIGAT  [OMS/AuGTRACT.S  ,  FV-  fh.) ; 


None 


'  ' .  V  -  i 


■  ;  'iO  Sc'p 

::  vv  )‘Ro3 


[Hynxiyi'!.  KO:  CARC^’ VVoi 
(icJ  .1  Cari.  i no.r.ci  n.f  th.o  Liin};: 
Loral  L:'0.c(  Dlst  ar.  A'tdooJ'.iin  o 


La;u<  li.JV  I!0.  TV)9  _ 
' 'V  V  J  r. t. f.  r  i  !ii  >' 

J  ’;i  I  I  1 1 


■  lAGJjAT^  9/1/77  CAT.r^ 
AAiGCaI’AL  INVJ-SXICA'j'OU': 

';s 0 C ; f  ATK  IK Vi-STI GATai(.s7 ’  . . 


G'li  l.'ORDS:  Sr;a!l  1  Cell  Carcinoma 


liniMAVCi)  CO;(f'l.l^  ION  DAIA:  1980 

L.  )’.err‘MdK'.r}',  _ _ „  _  _ 

i'AclLTTV:  l.'aiter  Keeid  Army  ivid  Lci'.]. 

_  _ Center  _  _ 

SERVICE:  Hcmatoio£',y-0:icolo‘’,y 

Dapar tment  of  j''ii'yicine 


,M;i;UMI;LATIVE  M-DCAS’E 

ACCuiiiiLATIVTi  CCETRACT 

[  Accu.-iut.vnvE  s'uppia" 

TOST:  None 

COST;  Kone  • 

1  COST:  b'one 

:-y-80  I-IEDCASE  COST: 

None 

p'ERlODIC  REVIEW  RESULTS: 

R.rcatec  rernir.sioa  rate  and  duration  t'tian  llACC  plus  P.X. 


2,  To  cleLeTrmt.ne  If  lE'IIl  lu'-munostijr.ulatloxi  Increases  response 
and  duration  of  I'er-pon'-ir,, 


I EC'iNtCM.  APPROACH:  PvGpyIr'on  Is  llethoLrencate  30  we/M^-  IV'plxii:  Adrlaaycin  35.  mg/M^ 
vii  CCNU  30  jjitus  Cyc'lopfiospIiaraitlG  AOC)  ms/ll-  .IV.,  IvCEimen  Cyclophos-pharn j.de 

700  Tug/ll^  rv  piuii  CCdU  I/O  lUg/lP’  po  plus  V.inc.j:;lst  im^  ;u0  mg/ju-  v.’itU  /.driaiiycin' 50 

IV  day  21  mtlV  'Vlncristi.vtc'.  1,0  H'.  Eotfi,  xep.iTnans  include  4500  rads  to 

or  Iixary  lung  tinnor  plus  3000  rad  wTiolc  Irraln.  ... 


j'/lOGRESS  DURlIai  I't-  OO:  WR/\MC  had  entered  21  paLleuts  to  ciatc,  Eigiit  rcifain . alive,, 
Sevan  remain  in  iremission.  One  has  relapsed,  •  . 

C.‘‘J,G3  has  entered  255  patients,  ■  About  .SOX  luive  acTiicved  a  coir.pl  etc  remi.ssiun,  2.2.7^ 
,'c-.'ain  diseaS','.  fvi.io  at  ?A  riout'.b.:;;,  Tiie  tui.i  l.rrmi  arms  a;.,  ,.r ccr.xparaTile,  liE'K 

is;  of  no  valuer 


iilip^OE  SUiUriCT'S’  TO  ]liy'STUi)IEb~i‘,EFORE  Cd.Mfi'.lVflON- OF  STUDY:  Ponding  clbsnirc" 
S'.ilf'o'uS/UNEXPECTED  SIDE ‘eFE ECTS' IN  SUBJECTS  PARXICTpATING  IN  PROJECT:  ~ 

Olio  patient  died  v;,ith  ^^asting  ixyndrome,  Ko  autopsj'.  One.  patient  developed  severe 

■  S’ClUf. l6:;S;  pulTnbirafy'M  ;Lbro?. 

)  .  Complete  remijisions  c;in  be  attained  about  .507  in  .small  cell  lung  carcinorria  .it  50Z 
'f  '/el.  2,  litiP  doe.s  not:  ?i[);;ear  to  be  of  value, 

:  .■.f/fCtATTONS/AT.STRACTS,  FY-80:  Faton,  W.  et  al ,  Fre  I  im:Ln.'.iry  Fuaut  i.s  of  Contblned  Radio- 
■'■r.'.py  and  Cr  r  .'-lo  t  he  rapy  in  tlie  Treatment  of  Small  Cell  CnrcLnoma  o',  tlie  bung 
' ’i':,’  . ;  1  I  (-d  to  the  American  It-icliurpi  Society  for  j)  i  i-.sen  t  al  Inn) 


V'Ui'X  CXTT  NO,  irn'',0 


I'A'i'N:  '■>()  Sf^'t  i-iiN'-' r  1080 

TiTNK  fN'  lNio.ri'iCT:'  ' 

S'-sll  Cc^■'l  Cnrci-'.'  .  ■!  1 


I'ROTOCio:.  IN):  ’  OAl  (•'>\7'l^>2 

i  Nrl  ?i’'. ; II !  S'-;;;:-  , 


i  STATlif.  ;  _  liVLCri:?.'’X' 
'  rin;n 


STAin  i  Ncf  1)ATK:  "  ’  J  " . [1;S^-INATN!)  CWU^NK'IO  0;r 

Y'RLNCrrAL  J  NVl';S-JA'c:A'mur  Hr . 'JcfTf %  L.'  Hercnit^rj^  . .  ^  Z— .,  L 


ASSOCIATE  INVESTIGATORS : 

FACIi.lTY : 

Walter  jUnn!  Arrjy  Mecb'c.al 

Center 

SERVICE: 

Hematology-Oncology 

Hepar tine.nt  of  Medicine 

i5^~WORI)S:  Swat  1  Cell  Carcino 
/7cClIMUl.AflVF.  MEDCASE 
COST:  None 


ACCUMULATIVE  C0\’TR/\C:T 
COST;  None' 


7iCcijMUj.ATi.vr:  supply 

CO.ST :  None 


FY-80  Ivij.nCASE  COST; 

K'onr'. 

SiUDY  0}'..!  I'C'i' ■  \'E ;  1.  To  k.  cr'uuu.;  v/lioiliar  alTCi-nat;  ui;-',  oln'iiioi.Tierrijiy  riuirf'.T.o'i  rc-r,pc>ri;,( 
rate;  or  diiLaL  tOn.  j',  '.ro  i  t  .  isi-na  v/hetlio.r  v;k1  I  o  l.innor  ivio.rtiaoc'O 

7"  ‘  f,  afi  r*' " O'v r  'y‘''C  o.hr'.i  rliofaov  .■L-'roi, 


’lECUNIC.Ai.  Al’PROACfi :  Rc;ji;:uaen  Mcefu'!  rc-.Kal:e  SU  >  Adr:i amyciri  AO  'irig/ll2  (Aclria) 

CCNU  30  ■ing/M2  po,  Cytoxan  C^'.  !■  X)  400  T)g/M2  r\’  Ctormcd  IIACC)  +  RT  3000  radr.  l:o 

prii:i:iry  Lnaor  and  dra:Li:i o;,  iiodo,';,  Rog.Ii'.'oa  2.  MACC.  PegiTnen  3,  Alternating  CCNi) 

70  in2/M2  j)o  +  CyCoxe.n  700  niy./M2  -P  Vidcrisjt  itif  2.  rag  lA'  (UCU).  v;:i  Lh  Cytoxan  700  in[;/.M2  IV 

-I-  VCR  2  r-  g  TV  vM.th  Adr.ia  7‘5  i.ig/H?.  TV  -I  VCR  2  ;  ig  IV. 


I'ROGKESS  I'l'iKNC  l'Y-80:  VIKAMC  entered  two  paLi.cnts,  Overfill  .10  patle.ntn  enteiod 
c.nly  one  patient  rc-rialns;  live  in  i  eriJsnion.  TIu'  ot.herr:  Lfive  dierlj  rnif.  in  r  e.nr.i  nn.rrm 
with  pulaion-iry  tcxlc.ity. 


?;uM'5ra  6i’ suBJ):ciij  T6^7jjri^'iJi)fr;u'jjHiT);ur7;oMPii;iowi!  j))' JiTUuv  •  .^o  ^ 

'ixRT()iL:/u:;KXPECTFrrsiu):  KPiXCTs’Yts  sunjLciis  partictpaiYnc  Yn'pkojkcm':  ' 

One  })atient  died  of  puluonary  _tex  t  c  Ity  _  _ _  _  ■ _ 

COMCLUSTONS:  j.  About  .15%  of  j)atients  aclii.ovt-cl  a  coT7!p.Te-te  rriwi.snion  (CR)  2,  Only  .5% 
overall  are  nlivc!  at  24  Tnontbf,-,  3.  L'o  d;i f  I'ereiire  ajiparrnit  yet  between  treatrm.'ii!  nxinr, , 
4.  Those,  v/hc)  ilo  attain  a  CR  tiave  an  cciual  nmv  ival  lo  lliosci  with  l  .irni  tcd  dise.n.so.  vdio 
acliicved  CR  ie  2.S%  at  24  ri, 

?u;lI,^(;A'i■roNs/Af;';T^'‘"''iS,  fy- RO: 

'.':t  piii)  1  i  cat  i  on:.;  to  dale’. 


WOi'K  IIMIT  KO,  3'>riy. 


_ l]‘W)  kk:ol  no :_CAy:j}^  _ t ‘'^i'Vnj;: ;_  ;)jir(n  An 

■i  fVLV;  OK  Fl'.OJi-Cl’:  Xi  ....a  oT  Ach/.-nceil  Mon  Sn..->  !  ]  Cel  l  L - . 

i  -  i' o r'lC t lO^Ci I'  1.'  K-i\. r cmiv.* .ur*  ^■'  i  l  * i.  C.y  ^  Ca-N'-^ >  I* ■'■•  «  uy .In.i * ^  f j;.: jl; 1 1'  ^  r"; * •  '1  1  no x/t  t 'c 

^AiAnNcTT^iAf;'  ^  J . ^  [  r:£-T:Au'rKu  C 

ASSOC:iATK  iNAVKSATcrATORS’:  "  ”  '  KVvCi'i  lTY  :  WaK tar  Rc'cAd  AArmy  Ifedical 

',  _ _ _ 

■  SERVICE:  Heinatolcigy-Oncology 

_ _ _ _ _ _ _  _  _  _  _ _ _  t  j'K':clicine 

KV7i  l.’ORDS :  lironcUo^feiri c.  Carcinoma 

/i'ccuFiLMTiVrrVE  Tied^  '  7rccUMMLATi^’l:c)^iAw^  n^ictJuMuTATTvE 's  upp“ey~ 

COST:  ITone  COST:  'None  ■  1  COST;  None. 


ASSOCrtA’lK  IK,  Vi'.ST  f  GATORS  : 


FT- SO  MEDG.-'iSE  COST: 


STUDY  OiOECTIVE: 


'  ACCUMliL-ATIVE  CONTRACT  ~]  ACCUMUI 
COST:  None  COST; 

I^^OD'i C  lAioru7r~)Y]^5Ul'.T5 ; 


I  v  To  a'jijcsn  response  frequencies  and  clnratLon  ■ 

hlsto].o"t.c  j;iiT)type.s  of  non— small  cel  >  lung,  car cjnojna. 


TEC'IKICAL  A''.'f’ROAr,!l -,  TreatnienL  with  Cyl'OK-ui.,  CCT'n  M-.'-iiotn'orcte  and  |!r-.<nj.-.e1;hY3  ■- 

rueltmdne. 


PROGRESS  DURING  FY-SO:  pallents  entered.  No  patTcr.Ls  rcutalu  alive  at /NRAMCA' 


iar;u;!;i’Y  OK  subjects  to  be  studied^imj-wie  (WimrnoN  ok  study_^  _  _  _ 
Y;Ksious7uruY>:iu;:m^  siiVi;  1:vfiYcts''jn  subjiYcts  PAio-ici fating  in  project: 


GOUCT.USIO.KU :  I,ow  response  7'at  e,  overall.  Performance  status  0-1  22%  2~->  -  3%, 

Tin;  jierfori'.n.ice  rOatu;'.  appoiiis  n  predict  survival.  'J'li;i  s  'i.iay  le  nnrclated  to  rlic.i.nriKii  a  A. 

I'i.'-:,'. r(;ATin;;G/Ar.5j7  PACTS  ,  I’V  fiO;  Manuscript  lieinj;  prepared.  WRA'  !C  will  i  n  elude 

as  a  pi  ij'.niiy  aulhor. 


v.'o:;-:  i.'i-.'iT  ;.o. 


NO;  ?7o7. 


i  ;■  ;  I  ;  •  -  r  i:, 

I  '  '• 


OATH;  3')  S..;.U-;-ibcT  BO  _ 

Tno^i-;  0;'  'paoAi-  c;7  : 

T1k.‘  C oMpara  t.i  VO  i'.’f  i  oc  Li  vonoat;  of'  Cojiib  i  C)')  I.  io'i' 

and  v'd  :d;  Radiation  Thorian  hy  fnvolvod  ]'’io  ld  r-  T-y  ■  :  ,.-i 

Ji- '  P.D  tn  Liiagc  .1  (.r  J'l  .  .'i'  ■ 

STAifn  N':  RA  .  kT _  .29/  .'  .  I  ;o':,  ..  ^  L98  ; 

_ ..  jcffrcy  1,.  iH;ronb-'r7<: .  .LTi  .  ,  J 


:  X- 


AtiSOC  I  •■ ')  r  I  N  Vl'.s  r  fGA'fOi'.O  : 


KF.Y  KOAD.'i :  Hodgkins  Disease 


)'A(n  I,  I 'l  Y  :  y  .  I  i i'  lie  '•  Axr.y  /''■flic.'i! 

O.'Ill  tM'  _  _ 

S!d<VI  Ci'.:  IIcir:.il  n ]  o,’,y  -Or.cfi ].o;;y 

I>c!i).!rl  of  Kfdiciiu; 


ACC  UN[UL  AT  I V  E  MC 'DC  AS  E 
COST:  Rone 


ACCUMCI. AT ]. Vr.  CONI  ItA C;'J' 
COST;  None 


I  ACCCRLM.ATIVE  SbPJ’I.Y 
i  COST; 


PKRU'.iic  RKV'ii'w'nnsiir.Tsi'' 


KY-80  MADCASK  COST: 

_ _ _ _  _ 

STIJDY  OSJACTlvif: 

To  det'orijiine  if  combination  chemotherapy  alone  is  os  effective  and 
less  toxic  than  chojnoihcr.'ipy  plus  In  v;,.;  Fieid  jro  (io-ti  on , 


TECilNlCAL  Ai’PROACI!: 

Regimen  I  :  Involved  Field  HT  followed  by  six  cycles  of  CCKU , Vinbl asti ne 
Ihcocai’bazine,  and  IVedni  sonc .  ’ 

Regimen  TT :  Chemotherapy  aJ.one. 

Addendu.m  11  (2/.l?./'/P)  deleted  the  arm  with  extended  field  RT. 

PROGRESS  DURING  Fv  CO: 

WRAMC  has  not  entered  any  patients  on  '■  >  fi  ,s  study. 

CALGB  has  entered  42  patients,  T1  in  too  oariy  i.o  examine  results. 


NUfUJF  jy  Cdf  SUBj'iic;’^’ 

5;  K  K  id  u  i/E ;  ;k>;  p  iici;  r  i  ) 
None 

coNcibsioss : 


'I'd  HK'siU'MKd'iddroRi':  c(dipi.4iv)()d  (iKjFiTfn : _y _ 

SIDE  KITi:cts  ' TN  SlFlil ECts'  P/ViOT  C ri'AT  l  NG  In"  PRdJtCT  T 


I’oo  eafiy  for  anaiy.sis. 


PERT.lCATKiN'S/AliSTl'AC  i':'  ,  I'Y-  80; 


liono 


'■;:i  Sfi'i  ;;>-r  IC'SO 


!!’r;oi(icv-/.  f'lfi:  c-'J/-!'*.  7  /7/:. 


‘  •  i'ir'.;  c  T.f.  St.i.i(.ly  oC  Cu lovo/.ot n 


K'OfUC  n;;/y 

i  .Zl{ 

I .  I'iji.il 


^''7  .TiaY7i3yo . 77  . . 

■  •■'  L'j" I. £‘.9.^  ’ '  i/v  -h'  ^  *  £ vy  ..^'i 


-.'ATr:  INVK^TIGATO:^: 


"L  •_ _ _ 

■C^AGLAiiVE  IIEUCASE' 
'-■jT : 


COST : 


VACl'-.riV ;  i,'.i)lt!i:  i;>;ed  A ri’.-.y  lladlc^tl 

C<‘{\fc.r 


SKUVF  CE:  Ik-irsaC;o.lojy/-0iu;oio2;y 
■  :  l?fi<nrlri»t;iit.  o£  ML-cliclne 


■'oO  MEDCASE  COST: 


ACT 

['AccuMiiiiiTxvE  sinFL'T" 
COST; 

_ --  -. 

1 

PERIODIC  REVIEW  RTSULTS : 


v-‘L  OAJaGTIVL:  YV‘>.iri  T.uJ.<)riartt-.i,on,  o.oii.ce.Tivi,n»  tTie.' a.k!  'jaiYily  oj  iTixp 
c  a  c-v.Men.ce,  of  cicl  lyixy- lii,  titniocr;  of  -jixt.erest;  to  tTie- GaOU).j,..  /vctlyity  v;.ill..t.c.  ;}u(ljic.,fi 
y:  Pc-rcantogc- of  patx:cc.!;r.' ndirr.evMg  an.  dcfTpoajJfij '  eo7iip3  c,  oi:  paxti'alp  '  . 

v.ration  of  response  Mi'M.ce  pattcat  is  raa:T.u,Caiuecl  on.  coati'iiu'bu's-  cnlorozotocin  tTic-x'ap y , 
xfj.ty  n\  axel  VA-'t'.tM'O-’iip  i:o  01.1/110;';  oit;  v-yM  ,  Pxov.ifio  c-oji'-ij 


■-■-  .'.11.  L.1I,/.  o.Oo.'.; 


;ri  ox  o  j  I'a.o'.  ffl;  prui.n.sol,^ 


'  cxio.y  .  i  1.:'  pr  c'i,'  1;; , 


'iter  xip  to  200  pal.ients  v/itTf  cidyaucecl  aec»plastic  d  fsea'se  ;'ra.  tTve  categor.fcis  of 
■:-.stroinCestfjial,,  pancreatic.,  lung  tiKaors,  'Kielano-a.-i  anil  lyiDpliiAa^ 

C.cMCAl,  APPROACH:  Rose  ao-O  Aflmini-sttation.  of  CI)lnro;KOtocin,,  CFil oroj'.otocSjL’n.P^.r.mg/ja^' 
C  xmeks.  'i'Eie  dxxig  ^rl.1.1  .Iir-.  aiuiinfsterecl  in  a  ..Jifvlu.s  ov<.o:  a  •pcvlocl  61.  .3.0..  seciouds  -y.la  ' 
Tie  tuliiiig  o.f  a  xunniag  itctcayenous  infusioa^  'live  iMd.urp.  to  advieve  a  xasponse. 
ollov.tng  tffe  administration,  o.f  tlrrea  doses  of  t.Tic  'drvt'g,  will  .he.,  cause  for  rentoyaX  fro 
t.v.cly,  ■  '  ■ 


i.iO?,r.ES  DURIaG  li-80:  fifteen  pu  iients  Have  JTeei!  or.  loved  ciii  frl.vic’y  ..("G'. 'airice.  .■furia  J70)  ,. 
JO  patients  rmnain.  a7.jyc  w.ftFt one  lost  to  follov.'  up. 


ir-'Ml  or  .SUElr.CTS  TO  ?>F-  SlimiED  lllTOUE  COMPEETIOH  O^S'rUiVtj  _ 

•■.'■Ol.’sVUfCEXPiXTr.D  SX.OE  EfFeCTS  iF'SU.IJE'cFs  PARfrciPATfk;  tF>1iOJEC1:’ 

■.'•  patient  , Trad  mou -crate  t hroniTiocytopen.in  .Cpl  to  .GO^OOOJ^. 

•. ,  ..USIONS :  Rcspoii.so,  r<'o' e  sa-.eitis  lov;  liul  many  pnllents  xivr'e  lieav.ijy  pr  e-trealcul 
tTeotlier  cTienotluerapy,  Gtill  t.oo  early  for  evaluation. 


.r;:.TC.AT10RS/AnSTRACTS ,  f  V-  «0 : 


Koue 


V.'OK!.  UNIT  i;n.  ITCi.T 


'  Ncj.t  CAllIB  .T.OC;';..  I  i  i.T;  r'i 

TiIi;;r'Oi-  .  ’  '  '  i  \ 

Cyclop:  ■' j.-;p)iaw}  de  ,  .idrlu:.  .  ;;i,  V  j  nci'!:;  !  :  =  ;  ,  j’l'ec'ln.'i  .sorio  in  Combi t  i 

1  (  1  ^  -  I ‘  *f  ,  \ i. '  '  C)  ‘  '  (..'f  ■  ' '  j  y  ■  ;  -*  'i  '  j'. ' .  ^ .  1  ■ ^ -I  ("•  1  , .  ,  ^ 

11  i  f:tolC'::v  .iv!::cbomu:i...rinJ  Kudulia  Vifioroniic  ■ . /iiiphocy  tic. .  ‘  ■ 

.-b-i-'i-  •  970 . .  ...  .  ^ '991:  CloGod  A  /d 

idUKCi  J  Ai._J  T'vf;:rrrr,Ai.r::C;  Dr,  Johcinnon  TOt  ■: 

AjSOciATN  INVtS'i  IClA'i  Oi'.S :  ^  |  T.-.'  i  I  '  I:  t  1 1  i  <.  j-  IieJ  Aii.iy  iliii'-.'.l 

1  Ci  nl  I'l 

ISI.I'.V  I  (A. :  llc;::.i  1 1  ■  I  ov.y-  Oiuii )  (ii'y 

lu  p.!  1  :  1  u  U  !  (.  f_  J  iC'cl  i  :■  i  II- ' 

KEY  '.-.V.TUS:  _Bleoinycin ,  l.yphomas 

ACCiJMlIlATJtui:’  MKDCASR  . . . j  A(U;i:;!n'ivi  !Vi;  TtTi  iT'Ti-  '  rACCIlMUi.AVI  Vi-;  SUl'i'tY 

COST: _ Kpne _  |  COST;  _ .Koti-T  . .  I  COS'I ;  . . . 


FYbfld  ;y.;;)(:ASE  COST: 
-  _  _  None 

STUDY  ^ATjUitn  vifr 


'i>K k  i'o f c  KK V I  i : ; ' ; u:; ,  T 


To  detez'miiT.:  ii'  aggress.j  vu  coinbJ  nat;i  o-  .  lherai>y  vaI.'L'i  ji:p 
the  rosporme  rate  and  d  o.'Mtion  in  pat-i- ■  L-  v;  / i;h  '.I  yyj}'iC)iriar.: , 


TECi’NH  A!,  AVVRPACH; 

Cyclophosphamide  750prpg/in  I.V.  bolus,  Ad.'-iarnycin  ^0  rng/iD  I.V.  bolus 
Vincr-istine  1.4  ng/m^''  i'.V.  bo.i.ua .  Al].  ai  t  ,...iven  o;o  d?jy  1, 

Bleomycin  2  u/day  oonbinuous  infusion  j,V.  days  1-5 • 

Prednisone  100  mg 'day 'o;ra.i;iy  days  i-5- 


PROCl'J-.SS  DURItlO  IT-SO: 

There  v/erc  no  new  patients  entered. 

One  patient  v,'.]  th  nodulai'  mixed  lypl.  -;ii.r  r-elapscid. 

CALGB  has  entered  74  patients,  67%  o;f  the  diffuse  histiocytic 
patients  achieved  a  complete  respon-c.  only  7.0yi  of  these  have 
relapsed , 


'iuspj.:'  (p.  ':u)iji;ct;;  to  rk  sn-.)! ;  u  :i!.io:;i;  co:-:i';. ju'  _  Jdone _ 

Sj:!ac)Uu/i;’;.;:xi'r:{:TAn  tiuA  M  KtcTi;  li;  su-iiiahiriiph  rciivvn  rc  hii  PKOj'hct:' 

Non-e 


Tiiir;  regimen  has  substantial  activity  in  -aggressive  lyphomas. 

It  v/a.s  incorporated  into  a  group  wide  I’nr-.st'  ill  study. 

iTUU.rc-; ;  in;;  ;/A';T)',{Aci's  ,  V'  u: 

Cinr;!  'g,  S.-J.,  fi'ott'licb,  A.J.,  Bloomf ,  C.D.,  JPlnrn ,  J., 

C'.rookt’,  f.  .T.:  Combination  Chenio  thei'apv  ..itii  C'.o.-.  tl  no.ous  Tniuslon,  .Lo- 
llose  .  Jit-tcMycln  J.n  JL^o-r.prionri . .  ASCO .  vol  .  .  '  tO  .I.-ia'  ch..,15>79 p^g(.  'jgy  _ 


nAVi:';  _  ,30  . i rwabcic^^  KOj  cALGt^^V  -;! 

AlYi.iVci:-  l-i;Oii:CT:  '  .  . 

ReiiJssion  Kndiu-.tlon  of  Recurrent  ChLldhooJ  Af.t. 


i;o;d:  v'ajt  ko,  _j^5W 

S  -i ' \  '1 1 :  R  : I  r  '^r  0  rim 

I'inc'i.t.  X 


J2AJ^:  - _ _ CxaiLa'KTloX  DAO  br  "cior.aj 


.SSOCTATE  INVESTIGATORS: 

FACII.ITY:  Waltco.'  Reed  Arny  Kedical 

c 

Center 

SERVICE:  Hematology-Oncology 

Department  of  Medicine 

:CUMUL.AT1VE  tiEDCASE 
).ST:  Kona 

ACCUMULATIVE  CONTRACT 

COST:  None 

ACCUEUl.ATIVE  SUPPLY 
COST;  Kone 

-SO  MEDCASE  COST: 

None 

PERIODIC  REVIEK  RES 

ULTS ; 

'  dCHNtGAL  APPROACH;  Comparison  of  T.  IlOPP  and  T-COAP  (See  1979  report) 


i'iiOSISSS  DURIxe  FX-80: 


Protocol  closed  because  of  lack  of  fundi  ng  of  CAXGB  ' 
Pediatric  group. 


f 

■  I. 


1 

I 

I 


i 

t 

ibrEirblTbslTjTJf^^^^  KE  StUdiW TEFORE^COMFllPnON  Kone'~~  ; 

•.iuOLiS/u’.nXPECTEn  SIDE  EFFECTS  irr’SimiECTS  PARTI  Cl  PAT  INC  IN  PROJECT:  ...  .  -  .  j 

Anaphy.Taxi.s  not  experionced.  | 

.EGECSlb^  '  ^  . '  .  j 

Roue  ■  •  .•  I 


;  :;i,r  OAT  l.0;;s/ ABSTRACTS,  FY--R0:  Rone 

'Jiie  re  viewer  of  this  report,  did  not  approved  U'.i.s  atinnal  progress  report,  Wlien 
the  la  ■■  c.vci'hs  corn  i  I  lent  s  ai’C  cu:np!ied  v.dlv,  1h.  ■  '-'.i:  .<i  icport  v.iil  l>n.  inserif.d  bere. 


iMiliMiMHitfll 


I  '/SV .  Ii  :  jOALa}'  a?:'3--- 

'iXVl.i'.  f-'-  I'i'.' ).l i'.v..  1  : 

G  j  I  G' :  itiiino.!  -  n'''!-lcl''  in  Auvf.noe..  i:-  ■ 


v.'Oii}'  biji'r  i.'jG/ 


■  X 

;:r;^n  ^  .'dn  . 


ryA}vc^l■^  .'.'.VKr  2  .  . I'i  ''  ' '"g  !  ggg: •  '  9  j'Ov. 

'FiTiKCiPA'^  I  ::VEsi  I CAjoiy  -  i'ohannoG  Li  .  t' 

A^t;nG':riNVi;STIcivi;()iG3'''“ .  ]  VacI  l/riv  :  G  ;  .  .  V.^d  Ar;:y 

I  .  . .  . . inv '  /  . . _ _  . . 

r>T;RV>  :lcT.:,ii  :'!t);’y-Onc-o]o;'.y 

|)t-pn  I  ;  I  •-•.■It  I  of  luri  i.e  i  :i-; 

K'!^~t-?o'ki)sT" '  ~IZ1~ T  L  .  . _ _  _ _ _ _ 

ACClJ^^JLA■i■IVii;  ‘  “  A(it;^;^a:l.Ar!  vi:  coGiiiACi  Accuiifi-A;  :  vi:  s;:ri';.y 

COST:  None  COST:  None  COST:  _  _ _ 


1^-80  :•  ■'c:.\si;  cost: 


"ri;ui'iluf:  H'Tn.T 


SlUnY  0;5.1At:i  I  VT: 

To  detc  .  .'iiino  nie  c  i’G.icacyy  of  cis-plo  tiriun  in  -  -  i  ifinant  ly/ipho.nao 


TECHN’/CAI.  A'’1>!-.0AC.'!: 

Cisplatinura  J. .V.  once  q  ?.l  days, 

This  is  given  with  mannitoi  diuxesi.c  . 


PROGPfSS  DCiiJh'G  IT- 80: 

VJRAiMC  did  not  enter  any  oatients  oii  th;i  s  study  , 

CALGB  entered  29  patient:,  and  demonstrated  modest  acin  v.lty 


huiicKK  0/  suii'nicTs  'Vif  siLinii)  iJKro^on'OMr’CETi/ci  or  snpv  :  _  ,__Npnp 

oiis/i  A:  Mhic'iihrsiiTf'tnfin  iri  sinciKcis  RAvftciVA/n i '?i;d  ii;cv : 

None  _  _  _  _  _ 

cor^ijsfoss;  .  .  .  d'' 

Cis-platlnum  rn.riy'^  have  some  effectiveness  in  tlK;  treati'ient  of 
m.alig.nant  .lymphomas. 

I‘8iU,i  i:,\  .  'T./A  .A  I  RAC  im  ,  i'Y-  .  .0; 

Gavali;!,  F.,  et  at.:. Phase  i  J.  Ti'iai  ol'  C.i  s-  ^iehlcec::]  arani  no’d  ati.no 
in  Advaricod  I-lai  i.gnan  t  I,yr.!.)homa  and  Sidaii  Coil  Lu.‘'iy,  Cancer: 

I're.'Li  rii!  nar'y  fP’su.lts,  Gat‘;c;.'.T  Trtoatmen  t  Hojr  ;  ;  63:  .i599'  id03, 
ho.  9--iO,  .Sexjtemi)er- Octoterr  -1979- 


Work  IJitit  No, 


Title  of  Project:  CA1.GB  ^r’/S92,  Multimodal  Theriipy  for  the  Manafremeat  of 

Priruarj',  Nohmetastalic  I-kviag's  Sarcoma  of  Pelvic  and 
Sacral  Bones. 

Principal  Investigator:  C,  Hema.tolog>''Oncology  Service 

Associate  Investigator:  •  .  •  • 

After  jrime.iou3  requests  for  an  annual  progi'css  report  on  this  project,  as  of 
22  Feb  31,  there  has  not  been  a  response.  Tin,?;  progress  report  request  was  for  tlie 
period  30  September  1979  to  i  October  1930,  We  can  no  longer  delay  compila”  ’  ’ 
tlon  of  thn  reports  submitted  by  those  investigators  w!io  complied  vn'th  the 
regulations,  so  a  supplcjnontaiy  annual  progress  cc^port  will  be  compiled  when 
this  invi;,sligator  fudimits  his  report.  ' 


Work  XfnLt:  No. :  lr.6^j 

Title  of  Project:  CALGB  vTSO'i,  Multiinoflyl  Therapy  for  the  fvlanagenient  of 
Primary,  Nonmetastallc  Ewing's  Sarcoma  of  Bone;  Pehic 
and  Sacral  Sites  Excluded. 

Pi'inclpal  investigator:  ChicJ,  lematology -Oncology  Service 

Associate  investigator: 


After  numerous  requests  for  an  annual  progress  rc)vyrt  on  IMs  project,  as  of 
22  Feb  81,  there  lias  not  Ijeen  a  rt:sponne.  This  progress  report  request  was  for  the 
period  80  Septer.iibcr  .1.979  to  5.  October  1980.  We  can  no  longer  delay  ctnnpila- 
tion  of  the  reports  submitted  by  those  investigators  wlio  complied  with  the 
regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  Nvlicn 
this  investigator  submilc  Ins  repo  1. 


237 


.  ;i::  ;<0  SL'j:c  i0.j2^r  195:0  ))M:OjOCO!.  NO:  t;Al.Co_7«')l 

li.N  (>;  ’'llOO/J'Or:  Trc'.i  lO,  of  A(lv.;nrod  Diifusf' 


I'O:;;.  i;').  jj,yo 

S’jA'J  ''.S:  _J  iilo;  Ir.i  X 
J  in;!  I 


•OaiNO  1i.VlK;  i^/:}')/79  cm. ’jj-STlMA'ra) 
ONCt7;’o/iNVXSTI7:/7i'6r:~ ~  Jeffrey  l7'  11.1).  7 Mclic 


OClATI;  1NVE3TIC:AT0:LS:  '  .  '  . 

FACII.'TY:  Walter  Peerd  Army  IJedical 

t 

Center 

SERVICE:  Iloraatology-Oncology 

Departincut  of  Medicine 

-;V  l.’OKOS:  K  :Lstioc>  Lie  Ly7apii02!a 


NCiJMOLATIVE  XSDCiVSE 
JJV:  _ None  _ 

0  liCDCASE~rasf 


JACCUMUr.ATIVli  CON'TRACT  'rACCU'MLfLATJ.VE  SUPPLY 
COST: _ None _  COST: _ ^ 

.  _  mPTF?!  7,  ,.;3  ’.iiTi-s  r  ' 


None  I 

•  UDY  03JECIIV^:  i.  Tesl.  uhcHh  er  tlin  addition  o.F  continjour; 
■.!crc:ase.  tha  '/esponse  rate  and  duration  of  f.yclopOoopliar.Luej 
"i  prf'dnisone.r  CCUOJ’)  Te>t;  con!;riT>itt..;.f>:i  of  tfvii  n 

-  in  {/or !' i' cO  . !  ■  whe  c  il;  L;  p;  f)p](\  i.  kO  it  ipai!!-;-,  .■ 

Lipsea.  .  ■ 


1)  1  eo  my c.  ;i  n  i  n  f u  a  i.o  ’  i  r-i 
V  i  n  c  r  i  a  t  i  n  e  ,  a  d  i:  i  a  luy  c  in 
'flio!  rc.rr-.Ko.  to 
u:'l  r  ::y.-l:cr- 


OdisICAL  APPROACfi :  1,  Trcalunant  caLe£orie:5  expanded  f.o  oL'ier  poor  histology  lymplioinas 
.  ClfOP  therapy  tTitli  and  without  continous  hleoraycin  infusion  o:  3  courses  with  rando~ 
l7.ation  folloved  ty  standard  or  high  dose  rae.thotre;-'ito>  (See  ati  nchei  sheet) 


.OSPJOSS  DURIKG  FY-80:  111  patients  remain  in  coraplo.tc  rwai.ssioru 

CALGH  liavo  entered  55  ots„ 


' ' y '  SUnjECTS  TO 
ro'J5i/UNi:xpi:cvED  sj  UI-:  ’ 


;  STUjjm?  i;r:i7o^RK  coAU’i.raoR^  of  study  ^ 
KFii^CTS  TU  subjects lf9\lti;rcf lUYTINt'  IN 


I'orio 

;C[.iJS7o;:S :  Too  early  for  conclusions. 


320  ■_ 
PKOJJ-in-; 


rCATION'S/AhSTRACTS ,  FY-  80: 


None 


VvbvkUnii  No..  157,1 

Title  of  Project:  CALGBi;789l,  Intorjjroup  Rliabdornyosarcomr;  8t tidy  11, 

Principal  T)ve.v.  '9;ator:  >Jhief,  Ilcinatolcgy- C'ricologj'  Serrice 

/..ssocl ate  ]nvcHtjp,ator: 

After  nirmeroua  requests  for  an  annual  progress  report  on  ihis  project,  as  of 
22  Fob  SI,  there  lias  not  been  a  response.  This  progress  report  request  was  for  tlic 
period  30  Septernlier  1979  to  1  October  19S0.  \\v  can  no  lo.iger  delay  ec/rnyiila- 
tion  of  the  rcpo.rts  submitted  by  tliose  investigators  who  complied  with  the 
regulations,  so  a  .supplementary  annual  progress  report  will  be  compiled  when 
this  investigator  submit.';  his  report. 


0 

L 


l)\'l?:  i;  y.r-:i:..r  I'/ft'  i.^’'!'*  CAJ.Cfj  /^J/X  ...  1  1.*';;' ■„,  \ 


Vi  1..::  or  )■:  O  CT;  l-iiase  ].!.  stalely  of  M-Af:SA  .(CISC  [ 

Vrc-.C  ::c:i:.  !  .-r  !  ^  (''.'.u  J  cul  C aVi-  i a  •  ;a ,  Lrc  a;.  C::v"  :iaa!--:;, 

)!y''.--riiepru.'t';;!a^  ri’ul  Hcm' 'it.oii\a . 


rir;.,  !. 


si-VHCJc':  iiay  i^eyv  _  _[  i  lO;;  ijAi';:  1983 

rtViCn  i^TOit:  LTC  jcUircy'l..  1^ rc-nSei^r’  Ml-  _  .1  I . _ 

ASSOCiAlirYsvVAin^ATOlC'::' . . Y’AcYYYti  ;  '  lYiYcY  Amy  IkJicaT'"' . 

■  _  _•  _ _ _ _ 

fTllRVlCC:  lioHi.'it  oloiiy-OnGolof^y 

_  _  Dii[)arl!  v:ail:  o_f  oa'*?  I 

KKY’  ^’OlYuS  :  Tl'A'tSA^  Mt'latioVa,  Ovat,'rari''Carc:iuoma ,  iii-oiiVc  ■tarclnomn",  DyiiertifiiihrornaY  Hc-pat-oma 

ACcu:;uYY\i7.\^' Tirrcu]Yj’£ATY’vFYx«Tlo\cT  rAC^YYuL/Yi'Yl'j'i'sYYpl.’YYY’'' 

COST:  COST:  COST: 


Fy-80  ffiDC-ASS  COST: 


I  PKKI 


lODI-C:  Rl’.VH';y  RFSCLTS; 


SiuDY  ObJSCilVL:  Tuns  o,  IX,  aiuay  of  If 'AMSA..(WCC  ?4fi9a2Y,ia.  dcalvoM  for 

Dofc.rnlno-  tJir  c  oinplat  o,  oi  part  Cal.  .tespoiiyc,.  frcqoc-ac  Cea  of  fTic  A/a.r.Ccns  sa.lecteal  iairnox,' 
(Sec.  A. 2)  i  c;  i'.rcri t  t'enf:  vt f.R' ]>o.!  r-vriTna.  tfu-  <i;.  r;:'.:;T.'a  ;X  ''cs'-po,'; r c'  ;'i’.  f-Tior  c: 

■  XO-r-  X-' i-\'  So  •  '  ;C-:r'..ru\!  C  -Aciae'.  .at:! )  a  i :  ■  i  e  •!  •  .  ■;  j'r  ■■■■.;  o'i  i'!) 

.laLoratOl.y  Cat.a.  .t.ciy aJal  loir.i c'.i.f.y'. 


I'rCHN’.f CAL  Af’i’IOACtj;  The.  TXi'si-  i‘r<M,i;went:  <)o.';a  wCll  .120  /  Paf.i.'r.nt.a- prev.i cni.al; 


ancrcaaea  by  /u  iig/ci  ov'ot  lae  pcovjona  euisc  iiat.:L.i  j.oii  .t,s  a'Cfic;he.a,  oj:  unU'.ul.  iviya- 

.loraippress-foti  ta-  c.ncoaa'.c.KC-.d ily'cl.osupp.i.a'.s.sj.ou  will  'rccjoiLre-  c^losa  Tr.oflif  icatiorj, 

OtPi.Kr  severe  LoxXoCf.tc.:;;-  sucfC  as  o.Kt;rwfic  naur.ca  ancl  voinaf.i.n^y^  r, uc;o.r;l'tla,  anil  liepatic 
toi-ricity  rsay-  also  irt’.  iiKMcatlona  for  dose  ii»od:i.fIc.<'ittoTu 


TUOGSESS  DURi.iNG  F/-80;  Six  patieefs  arc  entered  on  t;lii.r>  sfucly.  There  have  'been 
no  re.sponses  .  Thcee  patfeots  .bavr. -snbsccincotly  cvt'lrcd  '’.rio  flirec  rci-ip.iin  on  .st-.iidy. 


:;i':'r.!.S/i  os  sulj.sct;:  to  pe  siimira  eetoek  of  sitw/:  _  .162_ 

SEitlOUS/uriE/Y'EFfEli  ‘sIliirrfPFKCTS  T Y'sUHdCCrs'  PAcYrcrpATlYi:  lA  I’KOJECT: 


COAGLUS IOCS ; 


{'0 ti.icAT to>;'<.''Ai;ST:o\c;i'S ,  rv-  so: 


,l\U''i''V:<vr  >>'  f-l'is  (iirl  nof  :ijJir.rovc  it. 

Wo  arc  writ jny;  ror  'i;  oorninon! 


nnrpc 


I)ATi:  ; _ 30  fulcT  ]98(»  Il’KOTOOOI,  K*0:  (.'A ‘,:;ii  79.11 

'i'rTi,k  OF  I’iioji'Or;’  . '  . .  '  .  '  . . .  ' 

cif  I’l  liii.iry  Unt.i-iun  t.  cc!  '.(hiIc  l.ympliocy  t:‘ic  T.fuF.c:: 


V.’OOK  UliiT  NO.  J_573 

NTA’i  l/.S  ;  I  lit  ci:  ii;i 

I'innl  X 


‘'L  '^ _  _  I  FATi;. ; 

^inNCrPAl^INVF.S'riOn'l'OFv;  kr.  Jel  l  i  cy  L.  licronObrji 

assocYatf  ■rN{VFSTKA\-i;ni!S;' 


1!S ; 

- 1 

'  FACIJ  J.TY ; 

UaK.er  Kec  d  Arin>  Medic,.!' 
Center 

SERVICE: 

Heniatology-Onco.T  ogy 

_ _ _ 

Department  of  Medicine 

ACCUMin .ATI VK  MEDCASF, 
COST :  None 


FT- 80  IIEDCJASE  COST 


None 


ACCUMULATIVE  CONTRACT  j  ACCUMULATIVE ''SN'Ri-LY 
COST:  __  None. _  j  fo^X:  None 

“pERfoTifiTirEviEinrF^^^ 


STUDY  OBJECTIVE;  To  Iraprr.  ■  reopoiise  rnt  i'  and  du;:av:Lo:’i  In  acute  .lyrapRo'.y rfu. 

leukerii  o  by  testing,  v.i^r:.v  low  dci;'''  n-  inlj;-  .i-  j,)  :iriducti^' 


TECHNICAL  M’PKOACil:  Three  artii  pi'otocol  comparing  prednisone  40  ing/M^  with  .120  lag/M^ 
and  vs  prednisone  7*0  mg/M^'  plus  dexaiaelluisonc  12  ii!g/M2.  AJ.]  patients  receive 
vincristine  2  mg/ll^  iv  q  week  x  l\. 


PROGRl'^SS  DURING  I'Y-80:  One  patient  entered,  achieved  (omplete  remission. 
Protocol  closed  hecansc  of  lack  oF  .fending  of  iA  di  Uric  group  -  CA.T.CB, 


i:  i !  MU] ;  R '  0  i^'s  u  n.i  k  c  lu 
s  }■;  f :  ]  ous/u ;  [uic'j'Eii 


F>lYtORK  COMPLETION  OJ'  STlinV  -. 
SIDE  KITlkC'ik  IN  SinidLCTS  PARflCI  PAT’fNC  IK 


ITT)  J  ECT ; 


COKCU.USJO.'iS:  only  phtIchU. 'tre.ated  v/.iTI'he  f  olTowcd ‘.ror  long  i.e-rm  toxicity  aiid 

survival.  No  .subs.cquent:  reports  v/ill  lie  .'uihmit  tud. 


rUiujcATrc:  ;3/Ai;ST!iAcnr> 


l’y-80; 


None 


Kcvicwcj’  did  not  approve  this  repor;,, 
Inve.s(ip;aft)r  ivrast  answer  his  enmmonts. 


'.('ifclo  cif  Pj'ojoct:  CALGB  i-7981,  Comparir.ov!  ot"  (''AM  Ycryia;.  MA.  jn  Locally 

Advanced  oi'  Metastatic:  Gastric  Ccuccer. 

iPrincipal.  Inv9stlty<T-i-o~  .  C,  Hematolo^^'-Ojricology  Sorvico 

Associate  Irivesti^:;atc>r:  .  • 

Alter  ni-mcious  j>„qi<e3ts  for  an  cmnual  iii-onro.sf.  rcjiort  or.  tic’s:  projcjct,  as  of 
22  .Feb  .81,  lb  ere  has  not.  bcien  a.  response..  T)ti.s  progress  repc'rt.  request  wa,£;  for  the 
period  30  September  J.979  to  1  October  1980,  Wo  can  no  loriger  delay  corapila'- 
'tlon  of  tbo  reports  submitted  by  those  i'.'vos'igaiovsi  who  Cc.)n)p’))v'd  witti.  the 
rogUia-tionsj,  so  a  sopplenientai-y  annual  progroer.:  repuct  v/ill  Ijc;  conplled  when, 
this  irivesligator  submits  his  report. 
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Ki:Y  WOUOS  _ 

ACCUKl'LAflVE  ^D:r)CASE 
COST: 


FT-SO  KFDCASE  COST: 


ACCUMNLAT7VI:  CON'I  KAC!  i  ACC\i::Uli:>  ' 'JE  SO)  i’J.Y 

COST:  I  COST; 


PFinODlC  rKVJNO  ICCOjlA'S: 


STUDY  OSUr.rfiVi;' ;  TEris  Ph/ific  II  .^.tudy  of  \  is  ..lesip,neU  i  o;  DoCr-rrnine  (- liti 

coii'plf'le  or  parl.ial  r-esponsc  I're^jvioncy  of  r ;  f  ‘.cLory  ilodp'i' i  ri  ’  o  di.sfcar:jO  j  rl:i 
lilst.oc3’t.ic  ■'.■..oupkcma  and  poor]y  diif cront Lai  lymplx-  y  i  i.o.  iymphoiria  f:o  r.r r-a ioiieiTt;  v?F 

T'-ANSA,  Dot  ornjr.a  tlia  clorrilrif'ii  of  rcrpoo';,:;  '  iIk'.:.;  F'-U  i,  ' 


■aPot  : . la'  ■  '0--uaK'.]  i;  AM',/-  ai’uii 'lioi  irai; 

laboratory  data  rcAarding  toxicity. 


.a;.!,  c),  LA'-.Fi 


i  o 

TF.C'iNICAL  APPROACH:  The  flrat  treatment  do.sc;  vill  be  120  ing/M  ,  although  patients 
previously  heavily  treated  with  rl'ietaothcraj)y ,  ( » a. ]-> ec J a  1  ly  n i t r. o s o u r e a s  or  radio¬ 
therapy  or  vrlth  Eiepat.ic  dysEunc.tion,  way  start  at  60  livery  3  weeks  the  dose 

will  be  inc'.r/ asc'd  by  20  itig/lf^over  the  previous  dose  unl.;i].  .160  r  oached  >  o' 

until  ryei osuppreasion  is  encountered.  Myelosuppresslon  will  require  close  iTiodii:;i.f:;i 
tion.  Other  severe  toxici  ty  such  as  eoctrcr^ie  nauseji  and  voud  IrJ.ng,  jriuco.sit' i.s,  and 
hepatic  toxicity  may  Be  grounds  for  dose  luodif ictiLion. 

PROC'.RF.SS  DURING  FV-SO;  Ttvo  patients  entered  oa  study.  One  had  ■pj.'ogressive  diseai.r; 
but  rerriain.s  alive  vjlth  decline  aftc;r  responding  to  another  protocol  .  The  otlmr  is 
not  evaluable.  She  re-fused  further  therapy  after  2  Li>er-.kf.i  and  di.cd  wi.th  progr c.'.ss.i.vo 
effusions  and  pneurrmnia. 


I 


'  ■  SlinyPiti  S  TO  'bi^^TlOnilD’lUlTOHK  OXTh . hi  1 0 N  OF  sijii'iY  :"’  100 
.  XIaR;  I  Kl)  SlpR  KFFKCJO  IN  SUhdFCTS  iVdtl'jCLl’ATiXfr'iih  PKOd!;^ 

None 


None 


,  I  V  {:0; 


JAnn- 


IV 

i 

(• 


[,x  or  i';: 

■cer .  A 


iyyo  _  N(): 

‘.'Ji-CT;  cV'icnollic‘rap3'  cif  Ailvanr.c;.-;?  I’aucrc.'.u ir 
‘vT'  l'’iav;r  TI  Study. 


ur.’i  -j’  i:o._  j  ‘,/r^ 


S  i  aIv;  INC  L  _  Z  'Q'.  i  iMM  OO  (■■.mi’ii.l  Ji;A  ill/m  :  ^  '  " 

IMiAClPAJ.  lAVr.S ri f;,\'I_OR: _ L'rc  JcKtey  l.^lleroubciA^;,  MC  __  _  _ 

ASSOCIATE  lNVr:STU;i^OKS:  '  "  [  TACl'lAWr'  U;iiU  r  !;ci^rAr  n;y’7l.;(!Tf’Ii) 

_ _  Cl'iU  cr  ___  _ 

SCKVi  CO:  ilc:;i."t<' lo;;y-Oiicaiop,y 
_  _nA|>,'irt  ;i;f:i!^or  O^ctichi^ _ 


KKV  i;0;IDS: 


ACC  EMULATIVE  ^I'lEDCASE. 
COST: 


FT-80  MEDCASK  COS'T; 


'  accum'u  l at  1  IT.'  coc  T  icA  c:  r 

COST : 


I  ACCUMUEATIVE  SUPPLY' 
j  COST:  _  _ 


rUPlOiiiC  llCVirO  Hi:s(iIAS; 


STUDY  OEJECi.'A’E:  'ja-  estaUlTyh  the  activity  of  i.v.'c  coinhluatiori  chemotherapeutic:  rej; i.ii.c.nr, 
CS'Ii'  vs.  FA.M}‘  against  advanced  pancreatic  cnrciiK.  !?.  vdth  resper.!.  to  response  J; r eijiienci c; 
renission,  and  survival  duration,  Koreoverj  tin-'  a  cTatiozi.ship  of  response  anc'i  :i  1  s  rjnVAr.i 
to  patient  ec'-vina'I  v/ilT  A'"  determin'd.  To  c!  :'d  ;i;;;  .h-P!  ;  .Ic  rF'me:,?;  j  ,1  p -d:'!  f- , ;  t; 
ctr  ■;  :cT.  used  i,n  nc:  ivii.l.o  !>  .-v  a\;ai,.Ic  c. .Arh  •  ■  VAiJaA.  ..vf  or  c.nc;;;  Lo  dtptession  in 

terras  oi  the  irecjaciicy j  fwerity  and  nature  of  syi!i])ton:s^  as  comparcid  to  n  grouj)  of 
patients  with  locally  advanced  gastric  cancer  tCa'-OE  protocol  7S31),. 


TECHNICAL  API  POACH: 


Ij  •X''.'(ucironrac;M  .  Strep!  c;o  '.o;  in.  auA  iIiuo:iiy  t;!n- C  versus 


S-Fluoroucil,  Adr:I.amycins  and  Mitoinycin-C, 


I'ROCrtSSS  DURING  TY-80:  One  jiatient  entered. 
Patient  expired  on  day  .117,  with  progressive 


1,0  response  of  rae.asurab.le  disease, 
d;  '...b  i.l  i  *  at  ivw  vvith  '  o'-nr- 1  io; , , 


:;::m3;;r_of  subjects  to  be  studied  before  coypLKTio.N  or  studyj  lOo  _ 

iErUbES/lEIEXPrCiiUl'SinE  EVEIICTS  IN  S'UD.[EC;1S  I^IK!  IC  f  f^AT' >IG  TU  PiibjECf; 

Koru; 

'  jvcTiycTbNS:  . .  . .  .  . 

'j'oo  early  for  evoliiatiou. 


iiP.TCATTONS/AarrrRACTS, 


FY- 80; 


IJi’MT  i.O,  3.S7  7 

liViK;  3^  1^/80  | I’KDiOCOf, '>C0 :  ^'L!7'!;''-‘.!^'  ?’ 

Trn.K'  or  ■•uo.ir.ci' :  ,  '  .  .  V;*”'’! 

(Xir.piii'ciL  ;  VC  St  iuly  i.  :  'iii.v<.  c  ■  'i;;.;.;io;i  I  '  Jlcy.iin; 

cik!  Twc)  ; '  .  i  ni  C'-.iciicr  ■■  in  Acitlic  riycToyt-cioii:;  I.e.ii!' ‘.'.il.  lc 


sTAimra:  ijyrKV  ?6 ':ian  80  _  __  '  |  f:8ti|:atko  (jOM8j  ):i  io:y  iwt  ^  J982^ 

}o^i:l7c:'a'Ai  Jxvksj  i  iir.  _ _ , _  _ -  _ 

ASSOCIATir  J  c;7a'Oi;sT  ,  J-ACILITY:  v.’alro.  llceci  Army  Hedi  cal 

__  _  Center _ _ _ _ _ _  _ 

SF;RVI(:K:  Flematclo^'.y-Oncolcgy 

_ Department  of  Hedicino _ 

KFA'  WORDS  :  Acute  Ilyelo^ennuG  I.enkemt.a _ _  _  _  _ 

AWCUMUI^liVEl-ifrDCASE  'rA(;'ciJMUf,ATiVE  CONTRACT  ACCUiUii.ATI.VE'  Sljpi’LY 

COST:  Kone  COST:  None _  COST;  Nonc_ 


FY-80  FEDCASE  COST: 


J  VEVlIODT  o  llKVny  ’  RESm-T  S  ; 


STUIA.  OPl  '...!1-\E:  -j  ^  a-.;  cvj  (a.iux-  ii  Ir '  rer'.''':!rii;  .i.Titei;  rvi  >  of  ;■  vAiij  vSion  t'tierapy  wxy^ 

IncreasP-  ^  ciivlas  lon  rate.  2.  To  clet.onuIviC'.  •.1  clctriiiioy. ax''.  ’  ^  '<1.' 1  ca.ereaHC  ;  vi f  cietJ  ori 
'.‘A-  dnt’’,,  i  on  'i  i,  u::/i . 


TECHNICAL  APPROACtl;  Randoraizcd: ,  Regimen  A  vxth  CO-Tri’.ooxazola  po  bid  during  Inductian. 
Regimen' B  without  CO-Trimoxazole,  Randomize  I-etween  Pvegirjcii  1).  Daunoinycih  (DNK) 

A5  r;g/ll2  IV  days  1>2,3  •!  A'luV  G  100  TV  by  r.ont5  i\oui.  xniusion  day  1-7,  'Regiruin '  2) 

DKR  45  mg/ii2  IV  days  1,  2,  3  -F  AltA-C  100  mg/M^  IV  by  continuous  infusion  6-Thoguainine 
100  po  days  1—7.  R<?.giirte.n  3)  DNK  45  mg/M^  IV  +  A'RA-C  lOOifig/M^  IV  by  coTitinuous 

Infusion  days  L-10. 


PROGRESS  DURING  Fy-80:  T\-xo  WR/iMC  patients  entered,  both  acliieved  a  complete  reir. I r;s.i ca . 

CA3.CB  -  accmal  not  reported. 


LlElStdlJOJ’  SllBJj:CiT;  TO  jUi  STE  maX)RF.  aDlt’J.L'JTON  OF  STUDY  :_  _ 550_ 

EUtmUS/u’sEXl’KClLL)  SIDE  JU'EEtVTS  IN  SimJiXTS  PAia'IClI^TmriK  PKOJEffr: 

None  _ _ _  _ _ _ _ 

C6.NCI.US  ION'S  :  'foo  early  to  evaluate. 


I'l.'rJ,  I  CAT  fO::s/A'.ST':AC'l',S  ,  FY-  80; 


TJiis  r(!jiort  has  not  liocn  a)7provod 
1)y  tlie  reviewer.  We  are  waiting'  for  tlic  invc'.sti- 
gator  to  answer  his  eoiniuents. 


Nfine 


:.0  ;1;'  -ii;:  CALG«t>03l 


•■■■■••  Xl' 

i'lTi.l.  r.!  ;  l-v.- ;  ;  A  I’.'^n^loiM.i/'.ecI  Sf.iiriy  Comparing  thf:  ’  !  <a;i!  ^ 

'■.-■rMaatrioa  o  r.or’  ''i>ai  Tijai  apy  aad  Chs.-ma i  herapy  vith  Ctiaao :  her  ap  .  aloi.c-  ;  or  the  T: 
I. 'Colt,  of  Adva.'iC-f’d  Caacai"  iu  PostnitioopausaL 


y;ARTlNC  aAI  3:  ^uly  ^SO 


);a':  •  •  r  i;.-,;  -.;  10^2. 


L.  Berenberg,  M.D.  MC 

\b S OC-i  A 1  i.  *  .* » i^r>  i  I  o A i  Cb\S  t 


KF,Y  U’Ol'VJa;  AdvnricG3~B'r€;aVt  Cancer . 


FAC!  i. ■  YY  I  a  d  /.r:v  a! 

SKK'/ItC:  !.'•■•••  ::  o  j  • 

I'M-a  r>t’  H'-d  i  i 


ACCuMU'L.ViIVF.  MCDCASli 
COST: 


I-y-SO  >n:DCASK  cost: 


ACCLiMUi.Aii  V!.  CCi.:  i  i:An 
COST: 


rcuicorc  i-iAi;, 


■  ACCU;:i;f.A'n Vr  SidT'l.Y 
:  COST: _ _ 


Si LTDI  03Ji,CTI VE;  To  .deCcxn ine  (b.o.  effectiveriesa  of  combine'  ifn  chfjnotfie;:apy  verauf; 
cono^ixiation  cher^othevetpy  pll.us  hortwnal  therapy  j.n  Impznvhug  responf;e  to  treatmoai; 
and  survival  in.  pat:i.cn.!:s  xfitli  advanced  hr<'a=:t  cancer. 


1  nCtlSICoL  oPl  S,0.\(,(l :  p-ij; j;  enterccl  on  study  aca  <  and oral. v.ecl  tc>  receive  either 
combination  chemotherapy  vrith  c.ytoxan,  adriaraycin,  5-f luorouracil  and  taooxifen  in 
a  28  day  cycle,  nr  cornhi nation  chemofhe.raj'y  v;it1i  the  oc!',?.  d.t.oBs  and  dof;age.e  v:ilhout 
tamoxifen. 


PFOGKr-SS  DUdldG  FY-80:  o.t  three  patients  entered  on  study  in  19B0,  one  has  stable 
disease  and  tv’o  .have,  had  part  ial,  responses,  -.'... 


AUMdHiJ  OF  Si^A^TS 

;d  I'tObd  7  Uf^X:’  tC’iilV 


fu  nk  iky 

Bn)77'Frr7:i^'  i'rr’suii.u  (:rs  >’Vir(  iti  in. 


COX'CiUSiOXd  : 


Too  early. 


■  300' 

'  ;c;;  'ib'ntt'j  -a  T  : 


llIiiLTCAiTONS/AlArrKAClb,  fT-80; 


Jioiie 


WOllK  UWIT  1;0.  ]579 

'f  1  r  n  ■  CMAjH  A  ;  ‘x  ' 

'jTJ'Lh  O;  :  Sp,  i  c.nl  Adjiiv^'iii  Sy-jt  ChpncLh.'j  ^:y  '  :  '.,■■■■ 

v.'ilh  5-FU,  Af1 1  I  '".'Vein,  ap.'  Mi  t.oniyexa-C  VS  O')f;nrvat’loii  oiv'iy  in  Ga'p.j  i-; 

Ad  nnocarc  inoinp . 


__  !  *■  '  •  •  ■  i.  ■( 

I’rllNC.ll'A!.  iNV.  :>i--ArO;;:  I,TC  Jeffrey  1„  IjCT .'nberpj,  Jl.U,  MG 

Aa  SOCI  /vi  G  1  . » V  i  i  n :  V  i  vf  A. ")  i  •  j  f  AG !  i .  1  ;  '  t  i  I  >  r  I  A  i  X'l  y  f*. , '  i  i  <  .  i 

I  .  I  !  .  ■  l' 


KETf  WORDS:  Gaar.ric  Adenocarcinoma 


Sn(V;;  .  :  Si  ■,..!• -  ii;;;;.' -On'-ole;:/ 

! >■•  jM  '  ;  r:  t  I)  f  M' 'rl  i  .  ,•••. 


ACCu>rui.ATi.v;;  mkdcasi 
COST: 


Fii-SO  ML.; CASE  COST; 


l;  fOAG  I 


AC(UI.MIJ/.A1  I  V! 

COST:  _ 

I’EUIO!).  C  i;!;'v  i  i  i/  l'iO;i)(,TS  : 


;  ACCUMUL/.{  tv;: 

i  COST; 


STliDY  DEJECT]  Vi.  ■ 

ihe  .spacxtac  a.ixi  ev  thxp  sUic'-.  is  i  u  areeri.ain  if  6  t'wo  Tiionl  ii  l y  c 
o'  f  luo;o'>  w-;;e  '  I,  r’ ;:t  o  and  P'l  j-oi'-yi.  iu-C  ;L,> '1  o  poi.;..,'  OLCiy  (••r.'i-i,,  !r,. 

!  ..jirn  i.i.n'.  at  oau'ir.li  j.-r-i.-d  ice:;  <i  ..’I  iti'.'. : '  ■  .  i,;(,  '^.ii  , :'(u  i.  ■  i.oojj  i  a 

r.f-aadard  surgical  xe-se.ctiou  aloire,, 


TECHNlCAi,  Al'EROACii:  n .  n-u 

Rcgpien  1:  Observatxon  only, 

5-Fluoroia‘aci.l  fTOO  mg/H-  ii.v.  days  1,  8,  29  and  36 

l.v.  day  1  of  caca  cycle.,  Adr:i.amycin  30  ing/M^  i.x’. 


Kcgimen.  II:  Adjuynnt  GiiCiniof.Tierapy, 
of  e.iicb:.  cycle,  ilif  oiuycu-i-C;  .10  r.g/M''- 
days  1  and  201.  of  aacli.  eye'J  c. 


PROGRESS  liURTNC  F\'--S0: 


Too  early  for  accual  of  patients. 


';C>3EK_  fC  SUGXf.lsJ^O  EirSTiH)!!:!)  ; 

'sEKious/l':.'i;xpECii;';)  sinirEi'i  cc'rs  i>i  ijiH.iu  rs  :-v; 


i-:i  Ml'  •-ni'i.’y  176 

;  '.i i-Ai'i NG  IK  VKo,i}'(:i'r 


COKCLliSIO;,-; ; 


None 


t'liSLTCA'nOX  J'/.LSlilMl': 


This  report  has  not  been  approved. 
Invc.stigator  did  not  answer  rc\d ewer's 
comments. 


FV-hO; 


_ I‘’!’'.‘“'^^-']I;.‘'^*::v  .  .  -■  • 

'i  IVl/K  Oi-  I’r-OJLlCl  :  l>'i!AiMC  Protocol  72.Q&  --  Ihci  Use  ol 
ictKyl-CCra  0  '  oroai ’iy:i  (/,■  i:^:  :  h■■'.(:yc}i'''■^■■yi\^^l- 

. : ; :  osourea- 1/  y.‘->'t4l)  i.n  Lha  Tft'atneat  oi  2ra,iii  i'u."!iors 


V.'OllK  UHXT  HO.  ICO'} 
S'lOTO!; 


i.  1 1 1  f-  r-  i  r.t 

FiiiaJ  x’ 


MAKTIH";  DAT^: 


i  =__S.eRUc^2&r^  fi 


ASSOCIATE  INVESTIGATORS ; 

1 

VACU.irY: 

v.'alter  Reed  Arr:y  He.dLcn] 
Ccntc.r 

SERVICE: 

Hematology-Oncology 

_ 

Department  of  Medicine 

i'AlY  V;o;vi)3: 


ACCUMLiLAriVS  MEDGASE 
COST; 


ACCLGfULATlVr;  CONTP.ACT 
COST: 


ACCUMULATIVE  SUPPLY 
COST  : 


'Y-80  MEDGASE  COST: 


PERCODTC  RKVIFIX  RESULTS: 


Sr  OY  OD.)...Cj  iV  >•.  eyoloJiCe-.  (;hs-  ef  fect iA/Ofiess  of  KeCCUUGJt'.  the.  treatmenl;  of 

G'IS  tutors  as  i(i<::ris'-n.cd  .Ey'  1:uino.i.  .sfir Inffaga  wTtfi  possUrle- neiirolor'i'caT  iTuprovemenl: 
and  duration  of  sarvlyal-. 


'lECHN'ICAL  .^OPPROACII:  Each  wll.1..  X'ccelyc;.;  l(o--CCKil  ISO  Eg /K^  po  .fn  a  sj.ugle. 

dosa  every  6  v/eeln;.  'Ahe.  cVraig  i':>  gf.vcix  .i’.ii.  one  .single,  done  o:<.  an.  eup'ey-  Btojuach.,. 


]’R0GR?2SS  DU.RIXG  F/'-.EO;  Closed  to  paf; Tent  entry  Sept  'Afrl'e  study  ciernoiistrated 

n  neUi'an  suryrya.l  o.!'  47  weehs-  wliJ-cn  vas  not  sifnlfxcantly., different  form  and  and 


:u;:ior  Eatched  L  r’e,(.  ov  "cal  ccM.i.f.ia)!::.,  fa.xmi  tlu; 
.1  ]  patients  enuerea'  on  study  in-.ve  .;>;p.i.i.'ed 


S  ycru  -;  pr.loi  ■  •  ■  i'.hi'  onset  o.T -.f.T'jK  study 
or  bec-u  lo.st  !  c-  lo.llow'-np. 


OF  S'JSJ?xiir  TOJiE  'STCDIEir  H 
A  EKi  b  US  /  uHEXPixTtin;  I  Dir'r; 

_ _  None _ 

C.ONCLUS io.XS :  ITiis  fjtudy’s  y  osultf; 

'  iproniiaately  3- months  xmfj  ;idded  (  o 


'EFOKE  biRTPUfTlbN  OF  STUDY  :  Closed 
bMiKllbri.s'ifAlddCf.l'A'i'lXC  lil  PRO.fECT: 


v/ere.  s i.in  l-av.'  to  those  frc.in  other  Institutions, 
median  siiryiva.l  with  Kethy.L-CGhCJ  but  no 


'  a;:istical  sigt.  If  if  .'ince,. 


P.fd  C.ATTONS  /  AfiSTRACTS  FV  -80 : 


V.’oi'k  Unit  No. ; 


1604 


Titlo  of  Project:  WIiAMC  #72.05,  Phase  II,  Combination  Chemotherapy  with 

Dimethyl  Triazeno  Imidazole  Carboxamide  and  Adriam.ycin 
in  Soft  Tissue  and  Bone  Sarcomr-!, 


Principal  Investi.gator:  (-;iuef,  Heinatolo.»y-Oncolo;j,y  Serwce 

Associate  Jnveatigmtor: 


After  numerous  requests  for  an  ainnial  progress  report  on  this  project,  as  of 
22  Feb  81,  there  has  not  been  a  i  espouse.  This  progress  report  request  was  for  tha 
period  80  September  1970  to  1  October  1980,  We  can  no  longer  delay  compila¬ 
tion  of  the  I'eports  submitted  by  those  investigators  who  complied  with  the 
regulations,  so  a  supplementary  annual  progi'oss  report  will  be  compiled  when 
this  investigator  submits  his  report. 
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i.’onK  ijurr  HO,  igto 


TI  j  Oi  }  A- 1  :  l’has:e  X-II  Evaluat  ion  of  Dlb 
tol  in  rrt'.vionyl'  Troat  cd  Pat  irriLs  T’i  tii  ar;t:.’ 


/30/  '  . 
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in  I- I 


X 


_  f  ES’i  C'-VI  Ct)  ^.•'y  r.S.  :  I)ATf;;  Jan’ 1979’’^" 

i’RTNCIi'AL  INVESi'tCATOR:  l-’l'C  Jefft.cy  I.»  Korenberi;,  M.D.  liC 


ASSOCIATE  i:;VESTI.C:t\TORS : 


VaTi’  WORDS:  Metaotatic  Breast  Cancer 
/Xc'uFTjLAflVE  . 

COST : 


EACil.ilV:  V.'alKr  Army  i^cd  I  ca  I 

El  III  '-I  _  _ 

SKUV!  'ini'  ;iii,;.;v~biU'oio;',y 

i>  -p.i:'i r:<  .'U  of  Mc'dj.elnc 


ACCUMUEATLVr.  EON  I  i'AC  r  ;  ACCUMULATIVE  S’'!  ;'J,V 


COST: 


■  COST; 


yi-:80  JiSDCRiSE  COST; 


I  PEit  ( iBUc  ’i;i; V i'iji  )u:s’ijij:s ; 


S'l  JD-  OBJhC 1 1.  u'..  •  Eviilunt j.on  of  dibroiiioclulci  tol  in  patients  v;ho  tiave  been  T.reateci 
vitb  and  are  resistant  Lo  standard  laodes  of  therapy  . 


TECilNICAL  AJ-KOACil:  T)ibromocluTc ? t:oJ.  p.o.  days  b  iO  ea.b  21  cycle.. 


J’KOGilESS  DU.RlbC  Fif-80; 


This  study  was  closed  to  ijati.ei\t  entry  in  Becember- 19?8» 


■tLEEU  OK  Sli>>JEC:iS~'Tb  BE  SilipTEU  BKnbj^  Dif!.!:  i  !  ir;  fj'  fiV.O  ’  29 

ri  Kious/Iii^AiTiciEU^sinK  ’efFixts  jx'  suiUEtiis  i’.\Ki  I' jpA.  ::i::  iV  Tiajj'i:cT': 

_ 


aousA 

Lov;  blood  count.  _ 

a.'.'CLUS ioLS :  bospitc  responseis  observed  in  4  i)ai:iciit>; ,  c-.f  14  eviilunljlc  p.cticnts,  al' 
ve  developed  piop.i icslve  disease  or  expired.  In  t!ic  present  study  DBD  has  little 
f  er.ti'/eness  in  riel  .Tsl  a  t  ic  breast  cance.c. 


XLlCATJCNS/ASS’tRA'.TS, 


FV-!.;0: 


W’orlc  Unit  No. :  IG?.!' 

Title  of  Project:  WBAMC  #7405,  Treainieiit  of  Auv:mced  Bcnal  Cell  Carcinoitia  with 

with  a  Combiiiation  l-(Chlorethyl)-3-Cyclohexy-l-Nitx'OSourca 
(CCNU)  aixd  Bleomycin. 

I 'rincipal  I nvesti.a,ator :  Oiio.f,  Hematology -Ohcolog}’^  Service 

Assoclatti  In\  eatigal ;,r: 


After  numerous  requests  for  mi  annual  pi'ogress  report  on  this  project,  as  of 
22  Feb  81,  tliere  has  not  been  a  i-esponso.  This  progress  report  requo;  ■,  was  for  tlie 
period  30  September  1979  to  1  October  19  80.  We  can  no  longer  delay  cornruia- 
tion  of  the  reports  submitted  by  those  investigators  xvho  complied  with  the  ■ 
regulations,  so  a  supplementary  annual  progress  report  wilj  be  compiled  v.’hen 
this  investigator  submits  his  report. 
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'  j t'-srapy  n 


•■.■.yyiNG  P)AT_K:__  _  _ _ _  (  KS'i  JMATI-:»  COMtO.E'l.']  ON  DATU:  Cloo'^d _ 

:  i  .-rci  ^aL’  YriVESTPGA'rOR^  _ _ _ ^ 

'.o'ciAXtriNViiSXIGATORS:  "  "  '  XAcYLlfX:’  Ualcer  Reed  Army  Kedical”' 

;  .;  _  -Center _ _ _ 

•  .  '  SERVICE:  Hematology-Oncology 

_ .  ‘  '  •  Pepartment  of  Medicine: 

•Y  V70RDS:  IiiuniinoYherapyYLung  Carclno.-na  ^ 

y:T;>[ijYvriV£ 'mEDCASL  '  ACCfJpidLATiVE~COP!Tit/rCT  "!  TACCfJMUL.VriVE  supply" 

lYT:  Kona  COST;  COST; 


£ -80  MEDCASE  COS 


lEDCASE  ACCUMITLATIVE  C0P!TR/vCT  .  ACCUMUI^'i 

le  COST ;  I?one _  COST;  _ 

cosY  . '“"""'"TpEiYonicluAaTY  PKSuf/rs 

Nona  I 

'jY;  lo  To  clcta.rrii.iie  t’ncrapaatic  eTiicaVy  d.t  liCG  given 


YL'DY  OJjJEClIViY:  lo  To  clcta.rrii.iie  t’ncrapaatic  eTiicacy  o.t  liCG  given  t>y  ftcarejficatlori , 
o  jiatients  long  carcinoma,  To  dc.t  orrmirn'  If  allogenic:  Linanr  cells  benafxtt 

CorrelatioT'  of  I  n  vivo  and  In  vltco  cellalar  umtinaily  vitii  cl  luteal  status. 


■  YriNTCAL  APPRL'ACd;  II  Stage  T  (A),  pnliierd  r;  v/exe  xaa'lcmt ted  between  TiCG,  tumor  celle 
ad  NCG  dr  follow-up  alone,  2,  Stage  II  -  debulfto.d  surgically  received  radiotherapy  bOaO 
,.ds  plus  xavid'nivt.r.ul  fun  vf;  :vbove.  They  also  Tccciwed  Cytrutc.u  500  -mg/Vj2  lu-.l.hotrexate 
iig/iY  iv  Vlncrintiae  P.  ,0  nii;  CV  on  day  1  "■  8  ')28d,,  ...  .  _ 


.YOGSSGS  LOR'ING  FY-SO:  The  single  stage  B  patient  left  on  study  relapsed  and  died 
!  progressive  1: ;o,  Tu  i  ;u:n,;,e  A  pat:i<''‘.ls  re.  'n.£  f  <  :n-  r->.i.  disease. 


ViTfi  0F_suF?if;cTS  'j’O  isri  sTunuip  B}Yori;_c;oYtjY''Y  _ _ _ _ 

.  n ous/uhYhPECiKi)  fi I  HE  i:ri'ii:;YrYr  snijKCTS  I’ARTi (I!  iv/iMNO  lii  PROJECT: 

None  .in.  IVBi)  _  _  _ _ _ _  _  __  _ _ _ _ _ _ _ 

.CLlisYONS"!  ^lmmunoi;h.''vapy  may  iie  of  value  tv  lun;'  .rarclnoma  patients  vriln  limited 
dlnca.sf:. 


'.i catiois/arstyactf;,  FY  -GO; 


Sec-  l'j’-79  report. 


This  report  has  not  Ijcen 
approved.  Waiting  for  iiive.:;!ig;dor'; 
nnnonenf.n  in  " nr  to  re-,  jf;\V(;r , 


i5AVi::  '  j  i  J  'j'O  I  ' ::i!  '-K.V-X:  7406 

'/i  il.i;  0.-'  C!ic-:r,cvini!;','jiio(.hor;!i>Y  of  fno't  .f  'O 

thu  I.Vii  i:o  Ko  .I  'l  . 
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START  tV' ■  iAA;.:  1276  _  i  I  ..  ■’i-2'/ 8 

VRlTiciRAi  ■'■V’;A/i'irA^^^  i.TC  Je-flrcy  Beroaborr,, 

~  '  J-'A?  t  i  I'-'-  il  A I  .!iy  t!  I  ■  .1  I 

I  ■  . 
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.ASMK  I  .  '  >  > ;  .r> ;  i  (..-Vi  v';..-. 

MAJ  Salv^'.ore  J,  Sci£illaj  MC 


K.^-A'  KOKOS;  Carcinoma,  Larso  Bowel 


ACCU>iuLATiv:-;  RRocAs:-; 
COST:  _ 

’i^^^^8^LRDCASFr''ci5'^Tr~ 


ACCiJMlfl  Ai  i’. 
COST: 

"'"I  ri;i' il 


!'  ji,!  M''d  i  t  1  ii" 

i  i)  :  I'  ACC! '.'Hi;.. AT  i.  Vi:  ;(!ji'i').'V 

:  COST;  _  _ 

■  ic  i  w, '  hitoot:;  :  '  . . . . . 


arvm  osjhctivc:  ...  . 

1  O  1.1 

tion  in  ;)at.:Tentj'.  v.'.iSu 
combin.-iA.i  oti  5-F0/f  lcT’C‘ 


ve.sti^ate  the  there; 
card  eo;.i.;  cl.  the.  ro'.’ 


or 


!.c 

or 


oi.f :i c.acy  o.f  TiCG  hy  flcrn'nl 

irr  i.nri  v’heiv  conhilncd  v.’.itJi  .'>--',i.''ij  anf'l 


TRCilN'ICAL  ;Vi’i’:'.0ACH :  Ml  patients  are.  classified  ap.co.jrcling  to  J)ii,le,'a  C  cla.ss.lf  j  cat;ioa; 
Type.  11  CStar.r.  bil  "  Kxtcn.sion  into  hut  not  llLrough  rju;;ciilar :'is.  X^tage  iTrten.si'on 

to  or  tfironglt  serosa;  negative  nodes.'  Ill  CStage  'J-iTnited  to  nerorj.n;  porj  livr. 

nodes,  I'V  -  Locally  nctastatic  cli.soase  beyond  lymphatics,  the  'bulk  of  which  (.111  he 
re;iioved,  hut  with  som.e  tumor  reiaainiiig.  Cannot  tolerate  .surgery.  Tumor  of  such 
or  fixed  so  that  surgery  wou3d  not  he  undevtalen.  _V  Cubage  L)  -  Distant  raetasta.se.s. 


PKCGItES'S  D’JKIHG  >T-bU: 


Ko  further  accrual  of  patients. 


gUCRK!!.  CiT  si'dCtnS  V*-’  ^<■1 

^!:R!0l'S/i:N';;M'l(A'l,'!y7myR  Yn'lcyrS  IN  NKiiH'C; 

CCNCIDRI  ON:,  : 

V.'ill  he  analyzed  for  puhlication  in  1283.  !>■  year  .surv.ival  information. 

PliHbTCAT  , 


1  !  0;; 


ICIiv 


.  'I-.-'.  Close<l. - 

iC  IN  I'KOJKCT: 


rv-;ci: 


.nVi;::  S')  0  i9S(l  ( :’!;0 1  iHioiTNl) : ?‘>07 

'( 1  V.!}ror  . . • 

C. ''.f-'noiiamunoth.orapy  o:!'  f.'lHlipytant  Me.'!  n.iio!:'  ; 


vcuuc  i.’O.  i 

I  ''"Arr;;;  '  Yi.i'f'rirV  ' 
!  (  V-i.i!'  X 


i i p-vn:;  Kov.  1974  _  i  J 

;■  ;<  lNC  '  iA\l._  1  Johanncii.-;  Blom 

A;;jocy?xfi; ’i:;v);:sTK.X((ii^sV  ’  ^ .  FACii.iiVt  Paiid-  ai:;^ 

(  iMlc'l' _ _  _  _  _  _ 

SKiP.’ 1  Ci: :  llc::;.)t.i' Io:’,y-Or.<'ol.o;'.y 

_ _ _ _  ^ 

K^Y_WOX!);'-j _ Melanoriifi; _  _  _ _ _ _  _ _ _ _ 

ACCU>;i]i.;vi'J.VE”?;i;ricA^“"  . . j  Ad;!i>iuij\T!-AT  A:o:;jkax;t  '  i  accumulati 

COST:  None  COST:  N  ne  cost: 


FY-SO  MCOCASC  COST; 

Tone _ _ 

SXJOY"o:iJCCTl’'d: 


PERIODIC  Ri;v[i;;  JICSUCTS: 


To  dotcrraine  if  nor.spoc'rf Ic  itnnwnoTl'iorapy  v/.ii.V)  K’.d  v;oD.ld  proTon^e 
M  .oease  fre(  suj  '/.Ivai  In  rn.o’i  ano/na  bo  th  .S  i:a£-;o  j  and  odvanoeO.  S  tageo  .T.  j.-...TVA 


RCHNICAl,  APPROACH; 


b'G  was  given  by  rlerraa'i.  ocari  r;i.oat;i  on  to  G  X  jiat  U/rit.';  ^ 

ore  advanced  patients  received.  BCG  and  XCDT  ?00  mg/m''"  every  21  days. 


PROGRICSS  DURING  l  Y-  80; 

•  his  study  was  closed  in  I978,  Detailed  ana:iysi.s  was  perforiTied  last 
.■ear.  Since  ':hcn  one  ad.dit;! onaT  XP^A-.ien'i.  v.';i  th  Stage  'YT  disease  l-iar; 

:  e;iaT)sed^  I-!eoau-.:e  o  f  'the  skh;''.!  'inrhcr-  of  jV' ■■..(.('■u  oj-.tered  and.  tlio 
.aeh"  of  a  cemeurrent  control  gjroup,  this  study  is  not  suitable  .tor 
..ublieation. 


oilNRER  OF  J>UJU?(;T5pjTp  lUA’STI^U;^ lUHTMUC^XR-jn^CTR^  W 

oTiabiil/uNEXRccxili;  ciric  i;cFf;ciii  in  suiui^Pfl;  i'AflriciPAluAC  i>rpKOJi;cT : 


c;j;;CI,USiO;iG: 
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iiat  th-i  s  he  Ihr'  I'i  na'I  Tiijior  l. 
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:  Metastatic  breast  Cancer 
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:aiivi; 

•  !■  VC  ■’ 

,  aeermie.a'!  :  ve  iidi'I'i.y 

COST: 

COST: 

1  COE'J  : 

1 

l'Y-80  iiir 

EASE  COST: 

I'EUKdiLt 

IDA!;  !.r 

■  Dl/i'.S ; 

STUDY  Ci'.J 

;.cil  'E: 

c  rate. 

s  .and  d 

'ratroii:,- 

'  J.  i  c  c*; 

u.r-'uj  t;o  aL'  ''',.ss  tihc; 

relative  therapeutic  benef 
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TECilXICAL  Al'l'KOACH: 


Iici’,lr<ien  A  -  Tamoxifen  2  inf,/r.  '  p,o.  txci,  Kegir.ien  B  -  Fluoxymea- 


teroae  7  p.o.  Rid,  TamoKifeu  2.  p.o,  bid.  The  uocc  of  l^airtoxifen  w.idl 

gradually  Re  increa.'jcd .  Addendum  1-1  changed  tlie  Lanioxi.fon  dec  a  t:o  Ti:ld. 


I  i.OGKRSS  DuxIau  I1--8O;  ^  total  of  AO  pat.ioats  hr  vo  i,ee.n  ente.red  on  study, 
bo  nev;r  patients  ep.tere<l  in  1580.  Si>;  p.'iticnts  Lcr'.nlii  .st.able.  Of  tdie  rcjiiainder,  Mua'r- 
^lre  not  evaluable  and  i  wenty-eine  devoJ  oped  progresa  ivc'  disease. 


Ki^h;?:K  od  M  dd.hhs  Tf)  BE  BiuPiED  Bia'Odi:  (,;■  sippy; 

8E!UC!L!ii/Lid:xi'i;diro  nin'E  i^i-iKcrd  ijr  8ij>i  iia.ii:  i',v, ;  j  ;;riv, :  ■  n;:  In  i’ixjJhcf: 

cdhCuJsT<^iiir  V  ~  c  7-  7  V  -  .  1 

Av;axt  analysis  of  disc.ai-.e  control  intervals. 

i’ldil.irATiOhS/ArS  i  hiCTS  ,  :'Y  fei: 
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_ _  inlyjrim  ’  '^ 

'jLiilo  ol  Project;  1 - ii’PlLi:. - 

The  Use  of  Auto  Factor  IX  Concentrate,  Hiinaa,  Dr.ied  in  (  Ik  '/rcatrient  of  Patients 

v-’ith  Bleeding  Due  to  Factor  VIIT  Inhibitor's  and  the  Treatment  of  Factor  VIII 
JjnhibitC)rs  ^  _ 

St;U'bla^  Dafe:  November  1975  |^;timac-ijd_Co';:ijjlation  Date;  The  study  should  ■'be '7-1  o 

"  "  "£11'  "t  nTs^tTm^  " 

Prmcipal  Invc-atisator;  Daniel  B.  Kimball,  Jr.,  COB,  MC 


|Sr'‘.c  ;: 

. lin-d'x' 


Associate  Invesb:,.’;ators : 


Key  Words: 

irccuiauiati ve  i-  to.D 
Cost;^ _ _ _ _ 

l'Y-80  f.IEDCAsirC^’tr 


fi';iciHr.y;  UiAl 


nopt/Sv'.:  Dcjjartiiicat  of  Mcditcine 


Aci.-Uii; 

Cos':: 


.ative  Coat;  Accuinula! i  vc  .Suj)])ly 

_ _ _  Cost;__  __ 

_ _  PeiiO'.uc  Hevlew  Results: 

(to  l.e  iillcd  in  by  DCJ) 


■  Stxtdy  Objective: 

To  study  the  urnr'aluesa,  efficacy  and  safety  of  Antci  Fac.t.or  IX  Concentrate,  in 
the  treatment.  0:1  inhibitors  to  Factor  Vlfl., 


Technical  Approach: 


-Progress  during;  PY-SO; 

Since  the  act.ivation  of  thifi  study,  only  one  p.-i  .ioiit  bar;  jirescnted  with  bleeding 
and  an  inhibitor  to  Factor  VIII.  She  Wcis  ineligible  for  the  study  because  of  con- 
comitant  liver  disease. _ _ _ _ _ _ 

Nurcber  of  siibiect;-.  to  I'ja  studied  before  co:uphctioii  of  sbul;/:  _ 


S:;rioi!3/i:nc;.'cpecdcd  side  o'u.-ct.s  in 


I'gjooi:;:  parti(;ip;  ling  in  jn-oj-;ct: 


Conclusions: 

In  the  five  years  th.'jl.  ihis.ctndy  )ia:;  brru  ac.l:iv..!cd,  only  one  pra.  ient  has  prcni  u' < 
and  she  was  ineligthlc  for  placcincut  on  11k-  study  and,  thevedore,  1  feel  thj.s  f;i  i. 
should  be  concluded. 

J’u'.dieahors  oi- Aust  f;tet,';,  l-'Y-  hO:  None. 


Work  Unit  No. : 


1644 


Title  of  Project:  \VRAMC  #7501,  Evaluation  of  Adriamycin  and  Cis-Platinum 

Combination  Cliemotherapy  in  Treatment  of  Malignant  Disease. 


Principal  Investigator:  Chief,  Hematology-Oncology  Service 
Associate  Investigator: 


After  numerous  requests  for  an  annual  progress  report  on  this  project,  as  of 
22  Feb  81,  there  has  not  been  a  response.  This  progress  report  request  was  for  the 
period  30  September  1979  to  I  October  1980.  We  can  no  longer’  delay  compila¬ 
tion  ofthe  reports  submitted’by  those  investigators  who  complied  with  tlie 
regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  when 
this  investigator  submits  his  report,  '  .  ‘ 
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Work  Unit  No. ; 


1649 


Title  of  Project;  WRAMC  #7602,  Chernoimmunotherapy  of  Prostatic 
Carcinoma. ;  .  • 


Principal  Investigator:  Chief,  Hematology-Oncology  Service 
Associate  Investigator:  •  ' 


After  numerous  requests  for  an  amiuat  proo;re5s  report- on  this  project,  as  of 

.  i  “  .  ‘  . 

22  Peb  81,  there  has  not  been  a  response.  Tins  progress  report  reqiiest  was  for  lha 

period  30  September  1979  to  %  October  1980,  We  can  no  longer  delay  compila-’' 
tion  of  the  reports  submitted  by  those  investigators  \yho  complied  with  the  - 
regulations^  so  a  supplementary  annual  progress  report  will  be  compiled  when 
this  investigator  submits  his  I’eport.  ‘  ■  .  ■  •  . 


V.'ORiC  UNIT  NO.  1651 


Li'ii;)s'-t  ■<!.  ;:0:  WTUMC  7006  .;/.!  :  ‘  .'f 

'ilTUl  Cl’  ■;•■.■  .’ iv.V',  ;  Combination  Chcmotbarapy  for  tbc  Treat-  ’  ■  i,  •  X 

laent  of  Advanoed  Gastric  Carcinoma  vrith  either  l-Tetra-llydro-2-l'uranyl-5-I’luoro’iraf  j] 
(Ftorafur),  Adriamycin  and  Mitomycin-C  vs,  5-"lu.';rc".trar  ii^  Adriamycin  and  liito.nycj n-c. 


STaHTING  riAii:: _ 1^6 _ _  { 

PKiNClVA:-  iNVaSTIo'ATOX:  LTC  Jeffrey  Berenberg,  MC 


rt\  '  ; 


1978 


ASSOCIATE  1 N VLSTI GAT JRS : 

1 

FACW  -■  ;-T 

SifllVl'  /  ; 

*1*  U'  • 

M..I  » 

— AdaraneeA-Has-tric  -Carcinoma 

*»  I  * 

ACCUMUUATIV;:  MEDCASE 

1  ACcuMinATivr 

[  ’‘t 

COST: 

COST; 

j  COST : 

t 

FY-80  liEDCASE  COST;  ] 

1  PEiuojiic 

HE-  I'i.Tr.; 

STUDY  OSJjiCTIVE: 


To  study  the  efficacy  of  and  compare  the  results  of  treau)'ic;nt  vri  f  h 
Ftorafur,  adriamycin,  and  ml'tomycln-C  vrith  5-fluorourctcil,  adriamycin,  and 
mitomyc.in-C. 


TECHNICAL  .MTEOACH:  Ftorafur  1500  mg/ra^  1,V,  days  1-5  during  v^eek  1  and  5  of  each 
8-week  cycle,  Adriamycin  30  mg/m2  I.V,  days  1  and  29,  Mitomycin-C  10  mg/m^  I,V,  day 
1  of  each  8-week  cycle,  5-Fluorouracll  600  Eig/ra2  I,V,  days  1  and  8  and  days  29  and 
36  of  each  8-week  cycle.  Adriamycin  30  wg/m^  I.V.  days  1  and  29  of  each  8~week  cycle 
Mitomycin-C  10  mg/m^  I.V.  day  1  of  each  B-veek  cycle.  Ftorafur  was  discontinued 
on  1  July  1977. 


PROGRESS  DU?.k;G  FY-SO;  No  further  entries. 


ta'KBf.R  OF  SHUEci's  TO~ih:  jfiuju:!)  TiEFOk!:  t;< 
SERIOUs/UNEXt'KCTii^  SlUC 'ElTEOfS' iN'siw'lKGlS 


f!’  SiU.'.'Y:  closed  to jpaticnt__entry, 
I'Ai  Kd:  'nrpiioJIxf: . 


CONCLUSIONS ;  Short  responses  in  those  evaluable  patients  however  all  evaluable 
patients  had  progressive  disease  by  18  months  with  6  shortly  thereafter  -  Awaiting 
group  v/ide  study  with  new  Phase  II  agents. 


PL’r.LIGAT J ONS/A’.cn  itACTS  ,  I- Y-P.O ; 


Iv’ortK  UNIT  i:0.  165'( 


DATE:  30  September  1980  | PROTOCOL  NO:  WJLVMC  740'; 

STATUS;  Interim 

TITLE  Or  PROJECT: 

Pinal  X 

.  Treatnnent  of  linresectable  Bronchogenic  Carcinoma 


STAUTI::G  DATI.:  _  •  |  KSTINATED  COMPLCriON  DATE:  Closed  Jnne  1977 

PRINCIPAL  INVESTIGATOR :  Ur.  Johannes  Bfom  ~ 


ASSOCIATE  INVESTIGATORS: 


FACILITY:  Walter  Reed  Army  Kedical 


Dr.  Char  • 

SERVICE:  Hematology-Oncology 

Department  of  Medicine 

KEY  WORDS:  Lung  Cancer  ] 

ACCIRIULATIVE  MSDCASE 
,  COST:  None 

ACCUMULATIVE  CONTRACT 

COST:  None 

ACCUMULATIVE  SUPPLY  ■  ■  ■ 

COST :  reprints  ■  ■  ' - 

1 - ^ - 

None 


PERIODIC  REVIEW  RESULTS: 


STUDY  031FCX/.VE* 

'To  cletermine.  XJhether  combination  chemotherapy  -with  radiotherapy 
vrould  prolong  survival  In  uixresectable  bronchogenic  cancer. 


XECHNICAL  APPROACH:  r^-  •.  aj  .*  •  .t 

Chemotherapy  x/ith  CCIIO^  Cycoxan^  Adrramycxu^  We^:arjethy3.*(Tielamix'ic 

Procarbazine  and  Methotrexate  befor  radiotherapy /RT  or  after  in  those  who  failed’  RT, 


PROGP^SS  DURING  FY-SO:  Thirty-seven  patients  entered,  three  entered  a  complete 

remission^  -  Ojiia  p^.ient  re.mainft  olive  and  is  being  fol Wed.  She  is:  stable  v?ith out  disc 


None 


KUOTER  OF  SUBJECTS  TO  EE  STUDIED  BEFORE  COMPI.ETION  01’  STUDY; 

. ‘serious /UmT-XPECTED  SIDE  EFFECTS  IN  SUBJECTS  PAlinCIPATING  IN  PKOJECtT 
See  1978—79  Report _ _ _ _ 


CONCLUSIONS: 

See  1978-79  Report.  Since  only  one  patient  remains  alive  this  study 
should  be  closed.  The  remaining  patient  v/ill  be  follox^ed  for  long  term  toxicity, 

PUBr.ICATTONS/AP.STRACTS,  FY-80:  ’  • 


e&o 


woiyc  UNIT  NO.  1655 


DATE:'  30' September  1980  liROTOCOL  NO;  WVjvMC  7607  j 

STATUS;  Interim 

TITLE  OF  PROJECT:  chemoimmuno therapy  of  Carcinoma  of  the  ! 
Lung  Using  High-Dose  Methotrexate  and  Cltrovorum  Factor  wi 

Final  X 

i:h  or  without  BCG, 

STARTING  DATE:  27  July  1976  I  ESTIMATED  COMPLETION  DATE:  2  Jan  1979 

PRTNCTPAT.  INVESTIGATOR:  Dr.  Johannes  B.lon 

ASSOCIATE  INVESTIGATORS : 

LTC  Charles  Miller  . 

FACILITY:  V/alter  Reed  Army  Medical 
Center 

SERVICE:  Hematology-Oncology 

Department  of  Medicine 

KEY  WORDS:  Chemoiramunotherapy,  Lung  Cancer 

ACCUNITLATIVE  MEQCASE  ACCUMULATIVE  CONTRACT 

COST:  None  COST:  None 

ACCUMULATIVE  SUPPLY 
COST: 

FY-SO  MEDCASE  COST:  I 

None 

PERIODIC  REVIEW  RESULTS: 

STUDY  OBJECTIVE ; 

1,  Evaluate  respoitse  obtained  with  high  dose. methotrexate;  and 
radiation  therapy  in  patient  vrfth  residual  li;ng  cart;inoina> 


2,  Evaluate  role  of  immunotherapy  with  BCG, 


TECHNICAL  APPROACH:  1.  Escalating  doses  of  methotrexate  17  ing/kg  300  mg/g 
followed  by  radiation  therapy  1500  rads  with  recycling  to  chemotherapy. 

2.  Half  the  patients  will  receive  BCG, 


PROGRESS  DURING  IT-SO:  One  patient  remains  NEO  after  chemotherapy  and  radiation. 

She  has  lived  4  yrs.  She  will  be  followed  for  long  term  toxicity  and  survival. 


NUMBER  OF  SUBJECTS  TO  ..E  STUDIED  BEFORE  CO^IPLETTON  STJJ^[yj_JIone _ 

^iEKIOUr/UNEXPECTED  SIDE  EFFECTS  IN  SUBJIiCTS  PARTICIPATING  IN  PROJECT: 

_ _ _  None 

CONCLUSIONS: 

Same  as  79-80 


PUBIMCATIONS /ABSTRACTS ,  FY-80 : 

None 
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WOJUC  UiJiT  KO.DG.S? 


'.‘.'j  K: 

TTJJi 
i’.l  tli6 


10"S  :rptc-.-;l)."r  19~3() _ U^V/vr!  - >(7  V:o‘:  ‘/701 

C:'  rnCjhCI:  Velban,  Bieoznyci:. ,  and  CIs-PJ nt;iaii::i 
Treatmeni:  of  Kead  and  Keck  Mali.j'uaucies 


STAI US 


1  ■  *.  r  i  •.'1 
I'i  •!/!  J  X 


^fARTTN'G  DATL~:  8  Mnrnh  1977 _ *  rgSI  {-lATId)  UO^i-ri:VK  irTiATi: :  SO'  Sept:  1980 

VRIMCIVAL  ISyrSTICATOR:  LTC  JeffrG7'i.J"BeretiLbcreV  MC  '  . 


ASSOCIATE  \ NVE3TIGAT0RS : 
rS\J  Martin  D,  We-ltz,  MC  ■ 

M/\J  David  J-  Perry,  MC 
»  » 

K^i  VORDS:  and~Medc  Tfiiiignancies 

‘.\^lJ>ILl^\TIvir>^DCAsF 
COST: _ _ 

Py-SO  liEDCASE  COST™' 


I'ACi  Id  l  Y  :  Vali'-r  r.i!Ld  Army  Kedlc.il 
(j  ii:  i-r  _ _ 

SCi’VI  CC :  •!  1  J  uy// 

Di  ji;)’*- 1 1:'<  f,j  of  Hf.di  f.Luo 


.  ACCUMU/^ATIVK  CON  rilXC'i  '  ACCUMUI.ATtVC  SUI’ 
COST;  ; _  COST: _ ; _ _ 

pkuioihc  VarviB  kesdiJs'I 


PLY 


STUDY  OBJECTIVE:  Xo  evaluate  the  efficacy  of  the  combination  of  Velban,  Bleomycin, 
and  Cis-Platincra  in  SCC  of  the  head  and  neck  recurring  after  radiation,  surgery  or 
previous  cheirotherariy.  'To  evaluate  the  efficacy  of  fiii.e  j  prr-opc.rat  ive.  c/ 

;'re-radlation  ^.icatifent  :i.a  preventing  recurrtmccv 


TECHNICAL  APPaCACH:  Pre-operative/px e-radiation  induction:  Velban  4.0  mg/m^  TrV,.  day 
1,  Bleomycin  15  mg  l.M.  qd  days  1-7,  Clr.-platinuia  60  T,V»  day  C,  plue.  raannltol  and 

fluids.  Maintenance:  Methotrexate.  20  mg/ra^  p.o,  twice  x^eeldLy  to  begin  on  day  15  from 
onset  of  final  induction  course,  Cis-platinum  60  tng/ni^  td.ll  be  given  every  29  days  >:3 
courses  then  every  57  days  x3  courses.  Patients  with  recurrent  disease  after  previour; 
definitive  treatment  will  be  treated  with  the  inductioit^  regimen  every  three  vreeks  as 
long  as  there  is  continued  tumor  regression  until  the  maximum  dose  of  bleon^cln  (250  mg./jn^-) 
has  been  reached.. 

PROGRESS  DURING  FY  80:  119  patieut-s  have  been  entered  on  st’ijidyj  i09  with  head  and  nccl:. 
cancer,  7  with;  uterine  cervical  CA,  2  with  esophageal  CA  and  1  with  SCC  anus.  2  ' 

records  were  not  available  for  review.  One  hundred  seven  patients  with  Stage  III  and  I.V 
squamous  cell  carcinomas  of  the  head  and  neck  received  combination  chemotherapy  consj.'it-- 
ing  of  Velban  A  mg/in^  IV  day  1,  Bleonycin  15  mg  in  days  1-7  and  cis-platinuia  60  ing/H^  XV 
\/ith  Mannitol  diuresis  day  8.  Patients  received  from  one  to  four  cycles  at  three  week 
intervals.  Of  6A  previously  untreated  patients,  14  (22.0%)  achieved  complete  response, 

?-0  (44.0%)  vrere  partial  responders  and  22  (34%)  were  less  than  partial  responders. 
(CONTIhlfED  ON  REVERSE  SIDE) 


.5 


U.-3ER  OP  Sl.'BJ ECTS_'TO 
ERlOUS/UANEXi’KCrkD  SIDE  E 
IVo  creatinine  3.0; 


STlfbm)  BKEORi:  COMi’L'kr ion "(fF  study  :  120 

FFECfs  IN  SUBJEcis  PROJECT; 

two  with  Bleomycin  —  rclatc^d  pulmonary  infiltrates 


CONCLUSION'S ;  'The  combination  regimfen  is  effective  in  prcnlucing  complel  ^and"  par tinl 
responders  who  have  superior  survival  to  those  who  do  not  respond.  Subsequent  surgery  ' 
and  radiotherapy  can  be  given  without  ma.ior  morbidity.  This  regimen  is  planned  for  a 
randomized,  prospective  adjuvant  trial. 

I'iMLT  CATIONS  .'■abstracts  ,  IT-BO : 

rovn  AW  Jr,  Blom  J,  Grircia'-Guerrero  0,  rvlcbardson  t-tt,  Lenderson  RL:  Combi,nati.o)\  c-hemo-  . 
;hei‘apy  with  v.i  ublii.s  t  Lnc,  l).lcor:iyc  i.n ,  and  ci.s—diiuiimiiifd  ,i  cii]  nropla  t  inum  (IT)  :i.n  .sqnninou.''. 
c:arcinoma  of  the  head  and  neck.  Cancer  4.5:2830-2835,  1980. 


'/£7. 


PROGRESS  DURLKC  FY  80  (C0^:r) 

llic  response  rate  for  all  patients  was  65%.  24  monti.  actuarial  survival  for  the 

complete  responders  was  83.2%,  fur  the  partial  responder  39.3%  and  for  nonresponderr; 

0%.  Of  42  previously  treated  or  recuvrent  pai.;ents,  6  Cl4%)  were  complete  responders, 

13  (30%)  were  partial  responders  and  25  (56,5%)  v/ere  nemresponders.  The  response  rate 
was  44%.  24  month  actuarial  survival  vras  80%  for  complete  responders,  12.8%  for 

partial  responders  and  4%  for  nonresponders.  Toxicity  was  -mild  with  dermatitis,  mild  . 
renal  insufficiency  and  nausea  and  vomiting  most  commonly  seen.  Two  patients 
developed  renal  insufficiency  with  creatinines  of  3,0;  two  developed  pulmonary  infil¬ 
trates  without  symptoms;  there  were  no  drug  related  deaths,  24  month  actuarial 
survival  for  the  64  previously  untreated  patients  was  41.7%;  24  .month  actuarial 
survival  for  a  retrospectively  matched  site  and  stage  group  was  34.5%,  (Logrank  tent, 
p>  0.10).  This  combination  has  activity  in  advanced  head  and  neck  cancer;  no  improvement 
in  survival  over  historical  controls  was  demonstrated. 


Work  Unit  No. : 


1G58 


Title  of  Project:  WRAMC  #7702,  Adjuvant  Chemotherapy  of  Ih'ostatic  Carcinoma 

with  Adriamycin  and  CiS“Diamminedichloroplatinum  n. 


Principal  Investigator:  Chief,  Hematology~Oncolog5’^  Servj.ee 

Associate  Investigator; 


After  numerous  requests  for  an  annual  progress  report  onthi.s  project,  as  of 
22  Feb  .81,  there  has  not  been  a  response.  This  progress  report  request  was  for  the 
period  30  September  1979  to  5.  Oeiober  1980.  We  can  no  longer  de)ay  cornpila- 
tion  of  the  reports  submitted  by  those  investigatxjrs  who  compljecl  with  the 
regulations,  so  a  supplementarcy  annual  progress  report:  wiU  be  compiled  when  . 
this  investigator  submits  his  report.  ' 
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llVo'ocol  _ 1 _ 


'i’itle  of  3?rojGct:  Polycythemia  Vera  Study  Croup  (PVSG) 
Protocols 


Tideriin  X 
f  ’’  '  Rd:!! 


SrartinK  Date:  TY  78 


iBstimate^CoinpIetioii  Date:  Protocols  1  &  10  are  closed 

to  patient  accruirn  l^ut  pa- 

Principtil  Investigator:  Daniel  B.  Kimball,  Jr.,  COL,  MC  tients  randomized  continue  to 

-be—tol-LoMed-and  protocoi  5  con¬ 
tinues  to  be  open  for  patient 
accrual  with  no  near  term  com- 


Associate  Investigators; 

Staff  and  Fellows  of  the  Henintolog3'^~ 
Oncology  Service 


Facility:  VBtAMC 

pletiou  date  projected  '  '  Fiie 
_  ionar-groupl  ' 

Depi/fivc  'OepaTtment.  of  Fcdicine 


Key  Words; 


Accumulative  iMEDCASE 

1  Accumulative  Contract 

zlccumulative  Supply 

Co.st: 

Costz 

! 

Cost; 

FY-80  IMEDCASK  Cost: 

Poiiocljc  Peview  Po.>5ults; 

(to  he  filled  in.  by  DCI) 

■‘SUidy  Objective:  To  study  the  therapeutic  medalities  and  natural  history  of  several  of 
the  myeloproliferative  diseases. 


Technical  Approach; 


Progress  during  FY-80:  In  FY  1980  WRAMC  followed  patients  registered  on  polycythemia 
vera  study  group  Protocols  1,  5  and  10; 

Protocol  01:  Protocol  01  has  been  closed  for  several  years  to  accrual.  Mrs.  E.  J.,  a 
V.HAMC  patient  living  in  Fayetteville, _ North  Carolina,  continues  to  be  followed  on  this 

Kurobar  of  subjects  to  lie  studied  before  completion  of  .study: _ _ _ _ (over) 

Scrious/unexpected  side  effects  in  subjects  parti cip.-iting  in  project: 


';o:K:]iision.s;  As  noted  previously,  Protocols  1  t.  10  are  closed  for  further  patient;  accrual 
The  patients  currently  randomized  will  continue  to  be  foi lowed  and  Protocol  5  remains 
open  for  accrual. 

Jhiiii’eetions  or  Aiislr.u'.ls,  f'i  -  ud:  None. 
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Alkcran  with  no  cor.iplicatiop.s  ciud  p.oo'l  control  of  hlfj  platcloL  rounl'.  At;  noted 
tihovo,  the  study  has  been  cloned.  I'ationts  vdi;.’  would  lx;  (;]  5  pihlo  for  i.liif;  r.;  iicly 
would  now  be  appropriately  randoinis'od  for  I’roHHuil  I?,  The  ade^aut  np/.;  of  Alhero),- 
in  thin  study  was  ncWginal  enrapared  to  1’32  nid  !!  v.’nn  fo'l !:  (lir;)  :irrp.-:i:  tlinl  It  rip^hl 
be  becausx  of  the  lower  dose  used. 


Pro3ress  during  I’YSO;  (Cnritinucd)  f 

protocol  ha'/ing  been  l-ast  evaluated  tai'>  patri:  ttpring  .'-.t  tha  I'ielEr  Re.cd  Ariny  l-Scdicsl  i 
Center  and  receiving  a  dose  of  P32  for  control  of  her  e.leva.ted  platelet;  count;.  'PdIjov;'- | 
up  continues  in  the  national  office  on  431  randoB\ized  patients  with  the  Kiedxan.  follriwup  i 
being  5.3  years  on  phlebotomy,  5.4  years  on  CUloiambucil  and  G.l  years  on  T32  a;-,  of  t.bo  I 
15  February  1980.  The  median  survival  time  is  7.8  years  on.  Chlorambucil,  9.7  year  a  on  j 
P32  and  the  median  has  not  been  reached  on  phlebototay  therapy.  Xlic  differences  in  nur--  } 
vival  are  not  statistically  significant.  The  excess  incidence  of  Iculcernia  in  paf:;l r  nf..'; 
treated  with  Chlorambucil  which  was  Identified  previously  continued  v/ith  16  documentied 
cases  from  those  patients  treated  with  Chlorambucil  as  compared  with  1  case  on  pat:ientn 
treated  with  phlebotomy  and  9  on  patients  treated  with  P32,  Also  the  increased  inc;id-- 
ence  of  cancer  in  patients  treated  with  Chlorambucil  continues  although  it  ir;  not  stat¬ 
istically  significant.  There  is  as  previously  noted  an  excess  incidence  of  tlirombotirr 
complications  for  patients  treated  on  the  phlebotomy  arm  as  compared  to  those  treated 
on  the  Chlorambucil  or  P32  arm.  However,  once  the  patients  have  been  folD.owed  on  any  j 

form  of  therapy  for  more  than  3  years,  the  incidence  of  thrombotic  complications  apx)'carf>' 
comparable  in  all  3  groups.  t 

Protocol  05:  _Tha  three  patients  from  Walter  Reed  continue  to  be  followed  on  Prot;ncciri  ! 

and  are  all.  being  followed  without  complicatl oni; .  Kecause  of:  trui  previously  not.cul  .i'u-“  j 

cidence  of  leukemia,  this  study  \jas  designed  to  test  the  role  of  phlebotomy  plus  anti-'  j 
aggregating  agents  as  compared  to  P32  in  the  treatment  of  polycythemia  rubra  vera .  { 

Nationally  138  patients  have  been  entered  on  the  study  with  a  median  follo^xup  time  of  .  j 
42-56  weeks.  Two  deaths  have  been  reported  on  the  study,  one  due  to  suicide  and  a  I 

second  due  to  a  Budd-Chiari  Syndrome  at  86  weeks  on  the  study.  A  total  of  16  Jiemorviirg'c  ■ 
or  thrombotic  complications  have  been  observc'd  ranging  from  moderate  to  severe  with  both; 
arras  of  the  protocol  having  had  recorded  complications  and  at  this  point  there  appears  * 
to  be  no  difference  in  incidence  of  the  complications.’  As  noted  previously,  the  study  j 

continues  to  be  open  for  patient  accrual.  It  would  certainly  appear  that  If  the  arm  j 

of  phlebotomy  plus  nntiaggregating  agents  can  be  showi  to  be  equival.ent  to  the.  P32  arm  ; 
that  this  may  be  the  future  treatment  of  choice  for  this  d:! sense.  | 

Protocol  10:  Two  patients  from  WRAMC  have  been  randotnlxod  to  this  study  V7h1cb  is  ' 

designed  to  compare  the  therapeutic  elficacy  of  P32  versus  an  oral  akalal;ing  agent  , 
phenylalanine,  mustard  (Alkeran)  for  the  control  of  primary  thrombocytosis.  Hr.s.  R.)). 
continues  to  be  followed  on  the  study  although  l-.er  therapy  lias  had  to  Ije  discontinued 
ht;cau.ac  of  major  cytopenia  and  a  hypopla.stlc  marro-w.  She  has  become  significantly 
sytnpLonatic  because  of  the  panocytope.nia  with  anemia  and  has  required  |.  ranr.  fusi  on , 
bhetlter  thi;.  may  trvolve  into  a  Irukeiiiic  pirtiire  is  unbnown  at;  (lie  jirese.nt.  time.  The  ' 
other  patient  who  Is  r.itidoriized  for  the  study  at  Walter  Reed  it;  receiving  daily  oral 


(See  above) 
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STARTIN’G  I)Ai:::July^j]C)7  7,j _ _ ,1  !.  i'  -I.. July  .1979.. 
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KKl’  WORDS:  Metastatic  Colorectal  Carcinoma 

. ACCUMUfAi  IVI  i  ilinYci 


ACCUi'ILTLAT  1  Vt.  MEDCAS  E 
COST: 


COST: 


/.ccuMur.,/\Ti,yf;  so'i'tv 

COST ; 


FY-SO  ME'OC.ASH  COST: 


PERI 01' '  C  I’KVICi;  ki;s  ULTS; 


jj’El 


STUDY  03JKCTIV.f:;  v  ,r. 

To  ;aivestrgaCe  tlie.  I.Uerapeut  .i,c  e-fi.i.cat.y  o.i;  afafaanycm-l/  alone,  yo-xn' 

inltomycin.-C  plus-  TCRF-159.-in  pati.ents  vrith.  advanccul  coloref:ta.l  neoplasms.  To 

rvaluaf.o.  the  liyi-’aceoag’-ilaltlc-  f: to.  wTiicIi  C'''!' ‘  o  in  '■-■''"r.at-ii  le  C'.C'  le'ii  pa r ie.rit; r: , 


TEQINICAL  APPROACH:  Regimen  I  i-  Mitomycin-C  7  mg/m  I.V.  every  6  weeks,  If  tlrerc  is 
progression  after  one  dose,  or  stabilization  after  two  doses,  swit cTi. over  to  Kegimoyi.  11, 
Regimen  IT  ^  Mitomycin-C  7- mg/aa^  X«V.  evtiry  6  weeks  TCRI'"'15'9_.-5'00  awg/aiw  ywo.  day  3., 2, 3 
every  3- weeks  in  divided  doses  every  8  hours.  If  there  .is  oB.jective  progression  after 
one  course,  the  patient  is  to  b'e  taken  off  protocol,  /addendum  1  changed  the  randomiza¬ 
tion,  All  patients  will  be  entered  on  the  ICRF-lSl  plus  mitomycin-C  regimen  onlyc 


PROGRESS  DURING  lll-SO: 


No  further  entries. 


l.'iPKKK  ~0f'  R bl Jj; C'TS_"tC >  D E  STUD 0:0  -"i-.l'OR ‘ ’ ‘ 
SERious/ur.T:.\iH;c'ri:n  sju'e  Eti’!;cTS  in  su'-i.ir.cTs  i 


.'■|  'I':;  fU' 
•.\Hi  iCIJ'  -. 


•:  il :  Closed 
Nc  f  ri  Y  tai Y;  c;  i' V 


C0NCLU5)  lONo :  closed  because  of  .lack  of  therapeutic  efficacy  in  the  12  patients  that 
were  evaluable  on  study. 


Pl)r,kICA7  i  ON:',  /  a:iSTR.\C1S  .  I'l-  f’O ; 
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j'l  *  1..--  f  -  '  - /.  .  *  ;  i' <i  t".  iTk  ' ;  i  »  of  I'C’.i' ;  ^ClOTV  f-.''j£;^.. 

T’a:2ors  with  Oiiorambucii  ?tp.d  Methotrexate 


KOiiK  ’J:iir  iJD.  K>f)b_ 

I  '  !  *'1  r  ’*  I',  -..i;- ;  i  ;t,  X 


sTAM  iNC  3a;!j  1977 _ _  '  WU: - 

YkINC:II‘A!.  ICVIOHM  MAjf ^MartirYj).  WeltV,  KC 

ASSOMIATY  IN'.MOSTIGATOI’S:  ”  V  'rKACtl  in'; 


i;:;!T  ma 

*  i*.  I.' 

CO.TI'l.I.lTl),;  ; 

lieltz. 

KC 

PACt!  I 

I  Y  : 

'i.'  i  1  i  u;:  ilcoi 

c; 

Sl.UViC 

::: 

_ _ _ _ _  1  l.’i -jxii  1 1 1 -nt  oC  MedieliMr 

KEY  '..’CKriS :  Refractory  GI  Tumors;  chlorjambucil;  methotrexate  _ 

ACCUMUIATlVi  MEDCASR . |  aYcYmUI.AT'iVi;  (fMMT.tAt:’)'  '  ,\CCli;-;[iLA'iYvi;  MUJ'l'J.Y 

COST: _  COST:  _  _  COST:  _ _ _ 

n'-so  r-LciJcASh'cosT?':  Tf^rkToour  wi’iM ultsI  . 


STUDY  OEJECriVK:  'j’o  test  the  therapeutic  efficacy  of  chloraiiihucil  and 
methotrexate  in  pation.ts  wj.th  advanced  gastrointcntinal  tinaors. 


TECHNICAL  AVPdOACH:  Chlorambucil  S.O  mg/ra^  days  1-lA  •.  .’ 

Kethotrexate  10  nig/ra^  daya  lj/4,8,3.?  (p,c>.) 

This  course  is  repeated  every  28  days.  For  patients  who  Jiavt 
had  prior  chemotherapy  or  radiotherapy,  7b%  of  the  dosage  is  given  for  the  first 
cycle. 


PROGTJilSS  D'JiUNG  IY--80;  Bethes da' Naval  Hospital  has  not  entered  any  furliicr 
patients.  VH’AitC  entered  two  patients.  >.  ■' 


'*'0  BiL  STUl'di^D  T.l'.FO!:!;:  COMI'IJ;  IT  O::  OF  STUDY: _  _  ' 

si:Kious/i;sExi'Tcfr;ir  sij)iY  EFFECi^  lYi  ‘Hi-iiHCTS  iwti  jciTAiTsu  IN  PROJLcrr:  •. 

CON'CLUS]  Ci'.s :  i.;o  efficacy  seen  as  Tar  as  response:  and  surviva]  ;  will  enter  a 

total  of  six  Tiiore  patrients;  if  16  patients  arc  '.•.-Uhout  response,  v/ill  close  .study. 


Work  Unit  No. : 


1G6G 


Title  of  Project:  WRAMC  #7801,  Immunological  Evaluation  and  Phase  I 

Immunotherapy  Trial  of  Patients  with  Various  Carcinomas. 


ITincipal  Inve;>ti gator:  Chief,  Hcmatolog)' -Oncology  Service 

Associate  Vnvestia'ator: 


After  numerous  requests  for  an  annual  prog'resF  report  on  this  project,  as  of 
22  Feb  81,  there  has  not  been  a  response.  This  progress  report  request  was  for  t)ie 
period  30  September  1979  to  1  October  1980.  We  can  no  longer  delay  compila-  '  . 

tion  of  the  reports  submitted  by  those  investigators  who  complied  witli  the 
regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  when 
this  investigator  submits  his  report. 
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vour.  UNIT  1.0.  3  0G7 


;5.Vi 

vni-i;  Or  "l;:OJiLrT 


■••I'  1‘0-ju  * I’iil) : I ii.  ;;o:  VIlvAl'lC 

1! "'  .I!::  t  at  i.i.  rcas.h  Cavc  inoni.i 


G  1  /.  'i  I . 


!  I ;  '  l  it  '. 
Fn:;-i 


GVAF.TiSC  D.VIE: 


liiri  I  “  I  D  '  <  !.’i ! ' '.‘i 


DATF ; 


FKiNC  i?AL  INV INSTIGATOR: _ LTC  V  _ _ 


/.SSOCi  ATr;  investigators  : 

;*AJ  Martin  D.  Weltz,  M.I).  MC 


FAfMl.iiV;  v.'.i  1  ■  ■  i;';(-c(  Ar.'iy  ?'(.<i  i  .a  ! 

. . . . 

SUlVIi  i.:  Ii.  ...I’ 

i;  I  l•<.•rlt.  ol'  M<'d  1  c  l:ii- 


KEY  WORDS: _ Metastatic  Breast  Carciuonia  _ 

AticwfurAriVt 'i:0Ni  iVVf;r 


ACCUMUL.MTVE  MEDCASE 
COST: 


GOST: 


i-Y-SO  MEDCASE  COST; 


■  j  VKUIOUIC  Ui-.V  I  l.v;  Ui-OIJLTT. : 


‘  ’  i'ACGUI-Uli’.AVTVi;  SDI-riA' 
j  COST: 


STUDY  OBJECTIVE:  To  evaluate  response  rates,  mean  duration  of  response  and  survival,  in 
patient  populations  with  advanced  hrcast  carcinotaa.  In  the  first,  group,  patient.s  sAho 
I'.ave  failed  CM?  chemotherapy  or  single  or  combination  therapy  not  to  include  adrj.amyr.in 
.•;ill  be  randomised  to  treatment  i/i.th.  BCi-lU  and  m:i.tor:yc:LTV--C  ■/::  odT.lrmyf;  in  plor,--',  :;ri  rr: 

r.OiP.pc  to  det.erun.nc  if  BCMII  and  mitomycin-C  provide  an  ecjuj. valent  or  improved  y.c-.r.pc'itjc- 
rate  when  compared  to  adriamycin.  In  the  second  group,  patients  who  have  progre.s.sed  on 
C.AF  regimens  and  vtho  have  had  prior  exposure  to  Taethotrexate  will  be  randor.vj.zed  to  trc.-'  I-  , 
i.:ent  regimen  consisting  of  BCJIU,  -methotrexate  and  v.incristJne,  with  and  without  cytoxan, 
in  an  attempt  to  test  the  synergism  o.f  BCNU  and  cytoxan.  .  ‘  ■ 

TECHNICAL  AHPEOACH;  •  •  ■  .  ,  '  '  ' 

T.ogiman  I  -  BChU  100  mg/a?-  I.V,  infusion  day  1,  Cytoxan  400  mg/m^  I,V»  push  day  1, 
Vincristine  1.4  mg/m^  I.V.  push  day  1,  Methotrexate  30  mg/ra^  I.V.  push  day  21. 

Tiiis  cycle  will  be  repeated  every  28  days.  Regimen  II  -  BCNU  100  ing/iJi2  I.V.  in  30  ,  . 

cc  of  5%  D5W  over  30  minutes  on  day  1,  Vincristine  1.4  I.V.  push  day  1, 

Mothotrexate  30  mg/m^-  I.V.  push  day  21.  This  cycle  will  be  repeated  every  28  days. 


PROGRESS  DURING  FY-80;  Of  twelve  patients  entered  on  study,  three  are  lost  to 
follow-up,  four  patients  hav.e  prog.re.ssecl  on  treatment.,  c:hree  patients  have  expired 
rnd  three  patients  liave  stab'J.e  disease.  '  .  .  '  ,  ■ 


...M'BEK  OK  SUBJECTS  TO  BE  STUDIED  BF.i’O:!'.:  CO.MiU.EriO.*}  Ol'  STUDY:  60 

f :;kiods/ui;expectkd  side  ekfects  in  suB.iEtirs  i^uiici  UAnN;:  ’ in  piiojiicr: 


CVN'CI.USIONS: 


Continue  to  accumulate  patients  as  present  finding.s  are  inconcluaiv 


I.TCATION'S/A.BSTPyiCTS ,  F'Y-80: 


None 


V.’opj;  UKIT  NO.  1668 

DATi-: :  30  Supten^crT^O  IFlurfocToT Ifo r  . 7 .  (1^7 J-l77^ r  i n~~ 'x 

TITLE  OT  PRO.IL’CT:  EffecL  of  K-Aco.t.y  f-Cysto  ine  C'U  ( _ yi.m:  1 _ 

Adriai 'ycln-Iiicluced  Acute  Cardiac  IL;- :;’.e 


STARTING  DA'J'E:  November  1978 


X^T  )  UATE:  June  1981 _ 


ASSOCIATE  INVESTIGATORS: 

"VaCILITV': 

Halter  Reed  Army  Medical 

Center 

SERVICE: 

Hematology-Oncology 

Department  of  Medicine 

KEY  WORDS :  Ad riaTaycin-Induced  Acute  Cardiac  Damage 
ACCUMULATIVE  IlEDCASE  ACCUMUIATIVE  CONTRACT 

COST:  COST:  _ 


ACCUMULATIVE  SUPPLY 
COST : 


FY-SO  MEDCASE  COST: 


PERIODIC  REVIEW  RESULTS: 


STUDY  OBJECTIVE:  To  taut  the  effect  of  K-acetyl-cysl  (^lae  on  adri  amycin' c  acute 
cardiac  toxicity.  The  study  will  provide  information  on  the  development  of  acute 
and  chroaic  cardiomyopathy  and  the  poaaible  protective  effec';  ol  N-aoetyl  •  r.yoiv,  ■;  n,-:, 
ECG-ijated  ciueangiography  will  be  obtained  at  regular  intervals  in  patients 
receiving  adriamycin  v/ith  or  without  N-acetyl-cysteine  and  the  rate  of  progression 
of  the.  cardxomyopahty  will  be  determined  in  ’’protected"  versus  "rion-protected"  paUii 


TECHNICAL  APPROACH:  Randomization:  Regimen  A  -  Oral  placebo  follovjed  in  1  hour  by 
adriamycin.  60- mg/m^  I.V.  every  4  weeks.  Regimen  B  ~  Oral  K~acety.l~ cysteine  S.fi  mg/iri 
followed  ill  1  hour  By  adriamycin  60  mg/ni^'  I.V.  every  4  week.s. 


PROCRESS  DURING  FY-80:  This  is  a  joint  study  v;ith  the  National  Cancer  Institute. 
Approval  vras  recently  granted  for  the  use  of  N-acetyl-cysteine.  Thus  far>  the  NCI 
has  entered  9  patients,  four  on  adriamycin  plus  N-acetyl-cysteine  and  five  on 
adriamycin  alone.  Two  patients  on  the  adriamycin  alone  have  developed  congestive 
heart  failure;  no  patients  on  adr.iamycin  plus  N-acetyl-cysteine  have  developed  CNF. 
Mo  patients  have  bean  entered  at  IJlVdlC  because  of  elijjibility  requirements,  however, 
several  patients  were  considered. 


LUMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY : _ 

SERIOUS/UNEXPECTED  SIDE  EFFECTS  IN  SUBJECT.S  PARTICIPATING  IN  PROJECT: 

None 

CON'C I.US 1 0 In  P.  years;  no  patients  accrued  at  this  institution,  v:ill  close  study  for 
our  participation  in  next  9l  months  if  no  accrual. 


rUBLICATIONS/AHSTR\CT.S ,  FY-BO : 


None 
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;  -v; _ _ '  ■_  'iPi  .l!KA‘-tC  7  f IClS 

’ITli.i;  Or  I'nOJSCT:  Chemotherapy  of  Careinonia  of  t!ie 
Orinary  V.ladc'er* 


WORK  UNIT  HO.  1669 
_ 1  I.'itcri:-!  - 

j  _ _ _  _X_ 


F.TARiiHXi  DAi.e: 


associate  INVESTIGATORS:  V 

'  FACULTY: 

V.’iiltcr.  Reed  Array  Kedical 
Center 

SERVICE: 

ileraatology-OncoIogy 

Department  of  Medicine 

KKY  VORDS;  _ 

ACCiniliLATIVK  MHDCi'vSE” 
COST:  _ 

n-80  >iEDil\SE  COST: 


ACCUHULATIVK  CONTIHVCT 
COST: 


ACC^i^all7lTIVE  SUPPLY 
COST : 


PERT.OOIC  REVIEW  RESULTS: 


STUDY  OBJECTIVE:  To  ex amlae,  tie- efficacy  of  cis-tliat[imiaeclilo;coplatJ.)nijia_CDDP,),  ns  n  y-io.sl. 
operative,  adjuvant  tEerapy  for  patients  witlv  stages  C  and  transitional  cell  carclrio 
of  t&e  urinary  Bladder  wEt»  lEave  Iiad  all  gross  disease  removed  at  the  tine  of  E'jrger. 

'i’o  study  the  uscrfulues-s  of  coi;irv.*.r..rt i.on  chei-otherapy  w.itTi.  c.ir.-diaii'Sj.aedickloroj/lnt;)  nui-.r 
CODPi,  initOitiycicc-G  ao.d  n.at’notrexate  XMT-Xl- in  patients  with  laetastatic  Dy) 

transitional  cell  carcinoma  of  tEe  urinary  .Bladder »  To  use  tliis  prot  ocol  as  a  pilot  ’  " 
study  for  eventual  expansion  into  a  large  clinical  trial  under  the.  au.spi.ce.s  of  a  .  • 
cooperative  group  _CCAX.GB.X.  ii  initial  results  are  proraising,  * 

TECHNICAL  APPROACH:  Adjuvant  Chemotherapy  -  Cis-cliaiTroiiiedicW.oroplatiujD  60  Jag/y:?'  I.,Vr. 
infusion,  every  28  days.  Advanced  or  Recurrent  Disease  ~  >Iitoraycin.-C  10  mg/ra^  l.V,  da 
1.  Cis-diaiami'aedicltl.oroplatimun  60  ing/nv^  days  1  and  ?.l,  llethotrexate  Z6 p  ,  ' 
ol  days  8  and  15,  ■  .  .■■.  '  • 


■  •  ’  ■  ’  ■  i  ‘"-y- • 

PROGRESS  DURING  FY-SO:  TWo  pat.ie-nt3  entered,  no  patients  entered  during  FY80,  ' 
Study  has  .Been  closed' to  patient  entry  for  poor  accrural,  'One  patient  remains  free 
of  disease  at  day  JVO'v  The  othet.^_paCtent  progressed  l-raonths  and  has  "been 

lost  to  follo-i^-up. 


MILTER  or  SUBJECTS  TO  DC  STL'DIED  REIORE  COMPLETfON  OF  STUDY: _ 

SEKIOUS/UNEXPECTED  SIDE  EFFF.CTS  IN  SUBJECTS*  I’ARTICrPAfTNO  lirf  RO.TECT 

_ _ _ _ 

CONCLUSIONS:  '  '  . 

None 


M’SLICATTONS/ABSTRACTS ,  FY-SO : 


1 


V.OKK  UNIT  NO.  1670 


ii)  :!■  ;  VMK'i'l.  NO;  UKA>!C  7902 

ijHiro'r'Vi’oii'cT:'  V  / 

Clinics  i  Trial  of;  Specific  .( ii'.ir.un^ilic  ■  apy 
as  an  Adjuvant  t.;  Surgery 


SiATIf;: 

'  Ficar  X 


. 1  Not.  fonnaliy  acti’^afed 

J^UN'CU'/.  L  1  .'iVKSTi  (JA’lbl’ :  Dr.  Johannes  Islom 

AS30C]!Ai^'^b'N\biiSTIGATdRS:  . . .  ,  j  FACM Tfiy T’ VAil tJribbb!' Arn^^ 

_ _ _■  Center _  _ ; _ 

SEHVlCii) :  Henuitology-dncology 

Departin.ent  of  Mec!  i  cine 


KE\'  WORDS:  Iininuno therapy,  I.ung  Cancer 

ACCiniur.ATIVK  NEDC/rsl::  .  i  iUTcUMUL/vflVK'^NT lUcT 

COST: _ None _  j  COST:  None 

lT-80  MEbCASE"a)3i' : 


None 


PERIODIC  REVIETs’  RESULTS; 


ACCUMU LAT 1 VE  S UPP LY 
COST ;  None _ 

_ i_ . . 


STUDY  OBJECTIVE: 

To  cieteriiiine  if  spc.  i'fic.  inri'-uno therapy  would  iir.prove 
post-operative  survival  in  operable  lung  carcinoma. 


TECHNICAI-  APPROACH: 

Administration  of  a  tumor  associated  antigen  with  adjuvant 
controls,  surgery  alone,  adjuvant  alone. 


PROGRESS  DUjRING  FY-80: 


Unable  to  cross  file  on  IND,  therefore  protocol  not 
activated. 


b'.iWE'lJJF  SlIJ.JLCrS  TO  RE  STUDI  j;i.)  REiYiRE  COMPLET lOM  OF  STUDY:  n/A 

SERIOUS /URLXPECTEU  SIDE  I.FFWUS  bs  SUllJECTS  I-ART  TCI  FATING  IN  PROJECri 


N/A 


GONCLUS IONS : 


Close  out  study 


P!;;U,ICATfo:;s/Ai}Si  RA(;iS.  EY  -KO: 


None 


T/nJ;  or  r-;  :iM.;j:  ProtoccJ  for  Adjuvant  Antiplatelet 
'iharnpy  for  -'u’cc-.s  ■■>>  or  C  Oancei  of  t.lu*  Orion 


•■»  •  'i : 


y- 


S-.Ar;£^i;:G_n.-JJ_: _ 1979 _  {  i  ■'  •.>■  .  •  J  .Tunc;  198^_ 

rial.Cir'AL  'iNV-iSTlCAfoi:  ~LTC '  Joifrcy  L.  "Br-ronberg,  M.D.  MC  J  J  \ . 1  II 

ASSOCIATF.  INVi'.S^XIGATORS;  "  . j  FAGI  I.I  I  V  ;  V.’n  I  ^  r '  lioc-d  A  rm/  iVn!  I  cVi  ! 


Oi.  n.  ■  r 


KEY  V.'OKDS:  Cancer >  Colon 
ACCL-TIlTLATIVi;  'mFOCASE 
COST:  _ _ ^ _ 

ri-80  JEDCiVSE  cost';” 


I-  SKKV)(  K:  !i-;  .'.i-u  ••  l'';-,y-0a''.o3cij'y 

r  ;:i(.  riL  _Oj.  Mod  i  c  i.nc 


ACCUMUIATTVK  o);;  I  ;  accijmui^.tlve  sufi’CY 

COST;  _ _ ; _ _  j  COST: _ ; _ _ 

ITriuiwic  ai'iviTK  ‘'iisiiTrsl 


rT-80  JEDCiVSE  COST;.  |  rTiiaoufcraKv'iD^^^ 

STUDY  03J£CIiVE:  jhe  aim  of  this  study  Is  to  seek  evidence,  for  an  .increase  in  tVie 
disease-free  per.lod  (or  survival)  in  patients  with  Duke’s  "^2"  or  '‘C"  colorectal 
cancer  who  arc  treated  for  a  prolonged  period  with  a  platelet  inhibitory  agen!;— 


asipirin. 


TCQiNlCAL  ArrgOACll;  A  coagulation  screen,  J?actor  VIO.I  couiplex,  sfilic-yjate  level  and 
platelet  function  tests  CasS^^^igatiou  and  membrane  analysis)  will  be  done  prior  to 
treatment  and  one  month  post  treatment.  Hie  patients  will  then  be  fo.llov^ed  accord¬ 
ing  to  the  protocol  xjith  subsequent  coagulation  studies  at  4-inontb  intervals  or 
whenever  bleeding  or  thrombosis  appears. 


PROGRESS  DURING  FY-80:  5  Patients  v;ere  entered  on  protocol.  One  death  2“  Eyocardial 

infarction  post-op  surgery  for  recurrence,.  .  .  .  _ 


M  MBKR  OF  SUDJKCTS  TO  PE  STUIUEP  iiFl-O.’IK  COMPJ.ErH.':;  OF  60 

SERIOUS /UNEXPECTED  .SIDJi  EFrEcVs  IN'  SlinVuTciS  PKoj.RCT: 


CO.N’CU'SICNS :  Need  30  patients  in  each  of  2  Arms,  information  is  being  combined 
with  llershey  Medical  School  same  protocol.  Too  early  to  evaluate. 


'U.TbIC.-\7IC:;S/Ai3STR.\CTS ,  FY-  80 ; 


I 


TLL  OK  Kil'UKCi  :  Tumor  Tissue  for  Extract 


V?OW:  UNIT  K0._ _ _ 

Z^...  -. Z  X  ^ 

P  ro.pavM  t  i on  [  K  i : i.i ! 


S^AUiX  -^•’''^'‘'iir  — _ [ .  . . ! 

Ti^llxZMllZXtXZ’X.XZZZXZ.  jfIC  _ ^ . . 

I’l't^l  •.’TY  :  l'.;i;i-r  )!cu(i  A.'i/iy  ('cd  i  r.! ' 

(.ifitri  _  _  _ 

I  Sl.ilV )  OK. ;  lli-t..  !i  <>  1  o;’,y-Ori<'o  i  fi;’,y 
I  _  l)c!|'.r.  :  M  -iil  of  1-ifil  if.iiic 


KI'.Y  U'OKDS;  Tumor  tissue;  extract  preparation ;  colon  cancer ;  antigen 


ACCUMULATIVE  MLDCASE 

COST: 

ACCil.'llii.AT  1 VL  aWJ  liAtiT 
CONT: 

ACCUMULATIV!-:  .NIPi’f.Y 
COST ! 

FY-80  flEDCA.SK  COST: 

1  PEiac.nJ.c  KEviia/  j 

UiU  PETS  : 

STUDY  OLJ''CTIVE‘ 

Evaluation  of  Immunotherapy  in  cnrcincuui 
an  ant. i  gen  prepared  from  human  colon  tui.'..:;'  t  issue  ^ 

of  the  colon  n.sing 

ASSOCIAIK  •SVKSTlGAiOi'S: 


TECHNICAL  Ari’ROACH:  Obtain  tumor  tissue  remaining  after  the  Department  of  Pathology 
has  obtained  the  necessary  samples  for  diagnostic  purposes.  Tissue  should  not  he  v. 
deposited  in  formalin,  should  be  kept  sterile,  and  rinsed  with  nornal  saline,  V 
Tumor  tissue  should  be  trimmed  of  fat  and  other  tissue  as  much  as  pos,sible. 


PROGKJ-SS  DDaING  FY-80:  No  tissue  obtained  to  date. 


KUXni;  K  _C>i  ■  _P  L 1  i_lCCT^ 
si:  RKUiS /UN  EXPECTED 


'to  HK  STUdTeI) 'irEKOKlVcDM 
I- IDE  EFFECJS  'iN  'simjrcnr 


p: jii'j  Siiw’  Q _ 

i'AKTICLPATrNG  IN  PUdjECf: 


CON’CLUU  I  ON'S :  No  data  For  evaluatibh.  Study  will  be  closed  iTT  hb  ti.ssue  is 
obtained  within  next  6  months. 

Tills  report  is  not  approved 

'  "  Investigator  has  not  answered  reivewer's 

PUi’.l.T (N'.T  1  )NS /  AK.;;  riU'.GVS  ,  KV- .so ;  comments . 


_ 30  j'Tsi) . .  Tr¥)  .y;;!>ir  OC:'  TC-17y 

il'liy.  0:  ;’r:OJi.C.‘!  ;  Tcstict!(;!r  Cancer  Intergronp  Sti  iy, 


V.’ORK  Uli.T  KO.  T673 
Si/.  ;  i.i.v;- i  X 

. ;  . 


STARTIN’';  D.\1£: _ 19J9 _ _  _  |  r.N'H !  T  <  •  '  ;  ^  i  i-  N’  I:\i  S  :  1983 

rinNCIRAL'lNVCSTitiAi^:  LTC  Jeffrey  L.  Berenberg,  M.D.  UC  J",’ 

ASSOCIAT:-:  fNVr.STICA'iORS  :  . . .  . . 


VORTS:  Testicular  Cancer 


FACl  I.  •  I  V  ;  ‘.•.'.1 1 ;  r  iS’.i’d  A)  r^y  I'edlc.i? 

t!«  i‘.  •  I 

iiERVKM:  !N  ::  .n  •  ■  Oat  nlogy 

I  of  Xfd  ( c  Ine _ 


ACCU>?JLAIiVE  MEDCASE 
COST: 


n'-SO  >IEDC.\S5  COST: 


ACCL';aii.ATiV!;  o'»nml\(:t  j  /.ccumulativi-  s'ci'Plt 
COST:  _ _ _  I  COST; _ 


PEKlOIilC  lUa  iLt;  PJ^SUl.TS: 


STUDY  OBJECTIVE: 

To  compare  disease  free,  al^d  overall  survival  for  surgery  alone  oersu 
.'.rgery  plus  early  adjuvant  cberao tiler apy  in  patients  xritH.  re.secta'53  e  stage  II  disease. 


Tr.CHNICAL  APP.nOACU;  ggage.  XX  patients  ’witb.  rcsectaWe  aKdomlrial  disease  and  negative 
serun  tumor  markers  «rlll  be  randomized  to  treatiaent  arms  with  no  adjuvant  chemotherapy 
c-rsus  adjuvant  chemotherapy  with  Vinblastine,  Actinomycin-t),  Cyclophosphamide,  B3  eomycin , 
Cis-platinum. 


KOGRm  ..  iiC  I.-80.  ji^Q  pafig^ts  entered  on  study,  _T\'?o  patients  randomi.zed  to  no 
djuvant  therapy  have  developed  progressive  disease.  Both  patients  had  bulky  aMominal 
Isease  at  surgery.  '  ■  '  . 


of  SUBJFXTS  to  be  studi  ed  BKIOUK  COMPi.'X lo;5  •: I)  S  RIDY  : _ 

:T;rR10'CS/Ui:EXI^ECTED  side  effects  in  SUByjRTiS  VAirilCnNVi  r-R  i'N ‘ii'.OJKCf: 


CONCLUSIONS: 


Too  early. 


iliU.T CATJOSS/Ali STitNCTS ,  FY-BO : 


DATE:  30  Septenibcr  1980  _ |f:l')TiH’OirNO:  WllAMC  786/A 

TlTIi:  or  PROJECT:  Ef  feet  of  IndocyaaTun  Creeu 
Clcaranc-c  on  Plasma  Level. ■;  of  AclriMuycin 


STAKTIKG  DATEf _ 1978  '  '  .  "'f  ESTIM.\raV'fl):!f’irF:T ION'  DATE  :  ' June  1^81 

PRINCIPAL  INVESTIGATOR:  liAJ  Martin  1)'.  V/elti:'  H.b.  MC  '  ’ ’ _ _ _ 


ASSOCIITi’E  INVESTIGATO.RS : 

» 

FACILITY;  Walu-r  U 
Cenler 

ced  /‘.rmy  Medical 

SERVICE:  Hematology-Oncology 

Department  of  Medicine 

KEY  WORDS;  Adrianycin 

ACCUMULATIVE  MEDCASE 

COST: 

ACCUMULATIVl-  CONTlblCT 

COST: 

ACCUMULATIVE  SUPJ’LY 
COST: 

_ 

rY-80  lEDCASE  COST: 

PERIODIC  REVIEW  RESULTS: 

STUDY  OBJECTIVE:  t  .  j  .  ^  ■, 

lo  correlar.c  indocyam.nn  green  ('CG)  elearancer-.  ;i.n  each 

patient  with  plasma  levels  of  adriawycin. 


DORR  UNIT  NO. 16 7 A 

RICTUS  :  _ I n t e rim  X 

.  FJnaY 


TEaiNICAL  APPROACH;  ^  ,  ,  .  .  , 

Indocyanine  green  clearance  is  to  be  obtained  prior  to  the 

first  administration  of  adriamycin.  If  there  is  a  change  in  adriamycin  dosage 
and/or  a  50%  increase  or  decrease  in  LFT’s  it  is  to  be  repeated  once  again  prior 
to  a  dose  of  adriamycin.  A  total  of  50  indocyanine  analyses  should  allow  for  all 
permutations  of  liver  dysfunction,  dosages  of  adriamycin,  and  clinical  toxicity. 
It  is  expected  that  the  study  t/ill  be  completed  12  months  from  the  time  of  entry 
of  the  first  patient. 

PROGRESS  DURING  FY-80; 

Patients  only  with  liver  disease  who  received  adria  are 
being  studied  -  Accrual  is  slow  2°  highly  selected  patients  are  needed. 


NUMBER  or  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY:  -.'i; 
SERIOUS /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTICIPATiNG~lN  PROJECT: 


CONCLUSIONS: 

Require  6  more  patients  on  adria  alone  to  evaluate  peak  adria 
level  with  disease  of  liver  -  and  toxicity. 


PL'BLT  CAT  IONS /ABSTR/U’.TS  ,  FY-80  : 


V)ArS:  30  So.rtcr'.bi.fr  "  1 1’KOTO'crpL  NO; "^‘'03 

jliLi:.  O:-  li\OJKCf:  jie-ntir  krtsr.y  A(Jriamycin  Infii^n’on- 
A  Clinical  ar..!  Ph..=  .~ocokin!'ti.c  Study' 


V'(W.  IJNtT  KO.-iCy^ 

I’  "'.T'JS  :  I  n  t  f-  .•;  in 

•  '  i  n  I J, 


ST/ykTINC  date'; _  _ _ _ Z. ^JEs2^^1AT(Ji)  ’f.oriVi  i:flb:i  "jiine  1982. 

5  ’  RINCirAL  INV^iSTICATOk:'  tlAJ  Nartin  li.  Wei  t'z ,  Jl  i'c .  ’  KC  'JI  Z.! _ Z  Z_ 

ASSOCIAIE  INVESTIGATORS;  'T’ACiTi'tY;  VAiiVbi  IN-vd  Ar^iy  iffedical 

■ _ _ _ 

SKRVK;!!:  iti-nn’ i>J c>{;y-0ncoloi;y 

_ _  J'm'''*'  tii'ent  o£  Medlt:  Lne _ _ 

KEY  WORDS;  Hepatic  Artery  Adriaisycin  litCusion _  " _ _ 

ACCin-fLTj'vTIVE  MEDC.VSE  n\CCUMULATivira)>rVl8\cf  ^  rACCUM'JL/VilVK  SUPi'L 

COST:  ■  .  COST;  COST:  _____ 


xaisycin  uttusion  __  _  _ _ 

‘n\CCUMULATivira)>rVl8\cf  '  p\CCUM'JL/a  iVK  supply" 
COST; _ COST:  _ _  '  ,  . 


ITf-SO  lEDCASE  COST 


PERIOD 


SXLIDY  OBJECTIVE:  To  evalnat'.e  the  efficacy  of  hepatic  artery'  infusion  of  adriamycin 
in  patients  wltli  Tiietastatic  liver  disease.  To  evaluate  the  phanaacokinetics  of 
adriamycin  and  its  metabolites  in  patients  vrltl.  iiapa: red  liver  fuuctlop.  To  ''orrelole 
the  dose  r  eGi?OiiS!e  ''Itl;  t.l'i.n.ical  toxicity..  To  (■".•..li'.ate  ra.iioaucli/je  sea.,..  .'r.'Tri  ogra 
and  liver-spleen  scan  as  parameter.s  of  liver  dysfunction  in  a  conjperative  fashion.. 


TECHNICAL  APPROACH:  -  gpccial  diagnostics  x^rill  place  hepatic  artery  catheter  vi.a 
axillary  artery  and  hepatic  vein  cathete*r  via  femoral  vein.  Complete  angiogram  vil.l 
he  obtained  at  thaf:  time.  Immediately  thereafter  the  patient  is  sent  to  Nuclear  • 
Medicine  for  9 251xC- sulfur  colloid  infusion  (rate:  1  ml/)uiuute  dose^  4  millicurJ.es), 
into  the  Fiepattc  artery  to  evaluate  initial  catheter  placement  and  hepatic  blood  flow 
distribution.  This  information  will  help  assess  subsequent  patterns  of  hepatic 
distribution  of  adriamycin.  The  patient,  upon  arriving  on  the  ward,  trill  next  have 
assessment  of  hepatic  function  by  indocyanine  green  clearance. 

PR0GIIES5  DURING  FY-80;  Two  patients  entered  to  date. 


?.u;'ri'.ER  OF  SUBJECTS  TO  BE  STUDIED  BErORE  COMPLETION  Of  .STUDY: 
s’P.RIOUS/UNEyjPECTED  SIDS  EFFECTS  IN  SUBJECTS 'VAKTICf  PA  ('TNC  IN  mOJECT: 


CONCLUSIONS ; 


Too  early;  need  17.  evaluable  patients  to  determine  therapeutic 
efficiency. 


I'fLLiCATIONS/AKSTRACTS,  FY-80: 


WORK.  UNIT  NO>  1677 

D.Vil^;  'iO  r  I'jHi)  '  !'!<i );  1 1::!!!.  NO:  I'-'RAMC  7905  :  lA  !  i:,-. ;  ir,:-  riu  x 

’JIV:.!'.  o-  }’i;O.If;C I' :  Therapy  ol  Acut.o  Leukemia  with  lev;  }  l  ujjil 

Dose  Adriaray;'.:?!!  Infusioa 


ST^Vn  ;n;  ^ptoii.ar  1979  '  ■^-;|Aapl;M.i;  t  l  ONjDAi;;’  1982 

:'AJ.  ' !  >!Vf2m^TbR :  '  H.  Grant  Taylor ,  1  ' '7' .''3 


ASSOCI ATE  INVESTIGATORS : 

FAC  11.  i  lY: 

iv.vli.er  Reed  Aiicu  Medical 

Martin  Weltx,  N.D. 

GcuU  or 

SERVICE: 

Hei'i.i  t  o  1  o  j'y-  On  CO  1  ogy 

Depai tment  of  Medicine 

KEY  WOND:): 


ACCUT-rULAI  IVE  MEDCASE  .  !  ACCUMULATIVE  CONTRACT  | 

COST:  N/A  i  CO;IT:  N/A 

1  .ACCUMULATIVE  SUPPLY 
COST:  H/A 

i  ,  ....  i 

1 

FY-80  MKDGA.SE  COST 


N/A 


!  PE!:lO:>lC  KEVri::-.'  KESUETS; 


STUDY  o.TJiNnrvr.: 


1.  To  determine,  if  kino-tTf  aJ  t:er:at;ion  of  the  ■’••nhiictrai.  !  ^  of  AOriamyc  i  a  wou  ld 

chance  it’s  efficacy  in  advaacc'-d  leukemia  patients  previously  failing  Ant.hracycline 
theravn'. 

2.  Also  i;)  deteniiine  toxtcriiy. 


TECHNICAL  /U’PROACH: 

TRN  dose  infusions  of  Adriamycin.  IQ  mg/H^/day  x  lOd  mtli  possible  escalation 
if  tolerated.  With  .measurement  of  Adriakine-tics  and  cell  cycle  kinetics  of 
leukemic  cells  hy  FACS. 


PROGRESS  DURING  FY-80: 

Four  patients  were  entered  on  study  although  blast 
counts  v/ere  lowered  in  all  patients,  no  patient  achieved  a  complete  rerdssion. 
All  patients  deve''opad  inucotoxicity  hy  day  10  of  study.  Drug  levels  and 
kinetics  being  det  '.rrained. 


~3-e 


of  sub.iEcrs  to  he  stuuii;.)  rkeoue  co;iii.EYFfqN_0F  stiidy: _ 

SEfTlOES/lFwIXPEGTEn  SIDE  KmiCTS  1  n’ SUiUECnf  PA^U’tCn’ATl  IN ’ Pid)yi:c  1' •’ 
Severe  mucositis 


CUMCE'Jl  I  OE'I ;  Too  early.  Plan  to  accumulate  a  total  of  10  patients. 
Depending  upon  toxicity  and  remission  success. 


PCfif.T / AbSTKACi s ,  Ev-ao : 


oil 


ibi 


;)\rr:  30  S CJ) t crib cr"'! 080"  ri'ROTOCbl  NOf  VOiA 

ViriJ-:  OF  PROJ.'.TT-  Co'o  tal  vcinoRa 


oou/.-  t;o.  ycvn. _ 


S TaRIING  nATE:  2 ^ p.Dtcir.b e sA  12 Z2 _ TeSTIMATED  COMP ' , Ivy Oy_p.^!Oj January JL2 fU 

TrlECIPAL  IN'VESflGATdk:  jL\j  Mar . Jfeltz'j^KC _ _ _ 

associate  INVESTIGATORS:  “  T  FACILITY:  ’l-.'altcr  Rebd  Army  Itedlcal 

•  _ Center _ _ _ 

SERVICE:  Heiaatology-Cncology 

_ _ _ _  _  Department:  of  Kedtclne _ 

KEY  KORD3:  Metastatic  Colo-RecCal  Carcinoraa  ^ 

ACCUMULATIVE  MEDCASE  ACCUMULATIVE  CONTRACT  ACCirHUL/a’IVE~SUFPLY 

COST:  COST:  COST: 


Fi-SO  MEDCASE  COST: 


PERIODIC  RI^VILW  Pj:SLfLTS: 


STUDY  OBJECTIVE:  ^  ^  ^ 

To  wives tigate.  tae  tnearapeutic  eriy.cacy  of  liOF-rstre^tozotoc^ji. 

in  advanced  mensnraBle  colo-reetal  carcinoma. 


TECWMICAL  APPROACH:  t-  ^  ,  2^ -  ’ 

Srrriuorouxac'jul -^00.-.iog/4i  daily  lor  >  consecutive  days-  .  ■' 

beginning  on  day  1,  Repeat  every  35- days,  Flat.hyl  CCMUT^O- wg/m^-  p,o,'  daily  for 

5)  consecutive  days  .beginning  on  day  2.  Repeat',  every -2 2.  Jays.  Vincristine  1  ing  I.V., 

I'ush  day  1.  Repeat  every  35  days.  Streptozotocin-Sbo. jug/jo.^'  I'.V.  veeRly  beginning 

on  day  1,  Ti;o  coraplete  coux'ses  sb'oul.d  Re  given  to  fully  evaluate,  efficacy  of  . . 

reginen.  Xf  there  is  progression  of  racasuraBlc  disease  after  2  courses  Csee  11,4.5_ 

or  anytine  thereafter  the.  patient  is  removed  from  protocol  and  followed  for  sur-v.lval 

information. 


PROGRESS  DURING  FY-80: 
comnlcte  records.  •  " 


Ivzc.elle.nt  accrual;  most  patieut.s  folio-red  at  ITTUvJ'tC  .vrith 


.••UMBEit  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  CWn'I.KTTOM  OF  STUDY:  35 
.MRtOUS/U^.'S.KPECTED  SIDE  EFITXTS  IN  SUBJECTS  PARTICI [VvTING  IN  PROJECT: 

CONCLUSIONS:  Will  need  additional  10  pati.cots  heicau.sn,  of  ME  &  LFU  pat  ients^ 
to  he  able  to  cvaulate  20-1  fu.ll.y  treated  pat  -lent-s. 


i  n:.  1  CATTONS/AdSTK/XTS  ,  FY-SO : 


K\T£:  _ KOrWRAMC  790/ 

iri'l.?:  or  r;V'JI.CT:  Use  of  lieLhyl  CClUJ  in  I'.iie  Trc^atmcsit 
of  nelanon’a,  Cof  on  and  Oaatr  ic  CA. 


V.’ORIC  UNIT  ri0,_J.y9 

1  ‘'X'V*  *’r  'nti^rir.i 
;  ’  ’  riiial 


LTC  Jeffery X'/Bereriberg,  MC  . . _  _1 

AJ^OCLAlE'lNVUSTlGATOrS  r  '  ‘  '  I’AGfLrTV;  '  i/al  rcT'';N/car  Ai'll^'Medfcaf 

_ _  _ Coiit.iii.^ _  _  _  _ 

SliUVICK;  Hc:;ii;! I  liloi’y-Oriool  o;;y 

_ _ _ _ Vie.dJ.cfiie 

KEY  WOrlDS:  _ 1 _ ^ _ _  1 _ 

ACCU;-IULATXVE  MEDCA3E  '  ACCU;-!U(AflVE  CONTRACT . T>,CCUMLMlATfVK  SUPPLY 

COST:  COST; _  COST: _ _ _ 


FY-80  MEDCASE  COST; 


PERIO'OIC  lU-VJKW  KESULTS: 


STUDY  CIIJECTIVE:  The'  nltrosouri;as‘XuCLltr7~rcLT!“FInt]iyX‘CC7IU'i~aTe'  lFgrdu.p~6'f'T:7n;ionril  ly 
syntbesized  anticancer  agents.  T'bci.r  raechanism  of  action  is  unLnovm,  although  they 
possess  soue  biologic  proper t.i  -a  '>1  alkylating  agevil.s,.  They  tjo^'e  high  .lipid  rjoh.il/' iity 
and  are  kno^m  to  cross  the  hlood-hrain  barrier/,  They  are  highly  active  cytoto/ic  ■  ;.  . 
agents  in  a  number  of  anima.L  tumo.r  c,yntvi  CxirAcn'l  ./tudi r!,/  ’will,  lieth.y.'l.  CC!;!)  ha 
been  ongoiixg  since  ili71.  liethyl  CCLU  haw  siiu.-.u  activi.ty  as  a  .single  agent  in  tin:  ■'  V 
treatment  of  melanoma.  Minimal  activity  in  colon  and  gastric  cancer  h'as  been  ncien  v^rLth 
Methyl  CCNU  as  a  single  agent,  but  in  combination  with  ,5-'FU  some  tr.lals  reported  .  • 

the  efficacy  is  increased.  '  /. 

TECHNICAL  ‘^M’PEOACH;  o  .  '  '  I.-'  ,  .  !  . 

Methyl  CCNU  CSemustinel:  200-225  mg/m  PO  every  6-8  weeks.  ' 


PROGPvESS  DURING  FY-80:  Tsro  patients  entered  ~  one  died  on  day  25  due  to  sep.sis  frdm  a' 
perforated  colonic  cancer.  The  other  is  alive  v/ith  disease  but  still  to  .  early  to  ;V 
evaluate  for  response.  This  is  a  cooperative  effort  with  the  NCI  to  gather  re.'ipon.se  .  ' 
with  toxicity  data  for  Class  "C"  drugs.  "./  • 


lUMAEil  OF  SUBJECTS  TO  RE  ETUDIEU  BEFORE  COMPi.ETfO.N  OlL^Jl'hYj _ 

SERIOU.l/UNF.XPECTFlD  SIDE  EFrixis  IN  SURIECTS 'iVvRTTciPATb.’G' IN  PROJECT: 

None 

conclusions! 

None 


PUBLICATIONS/ATJSTRACTS ,  lT-80 : 


None 
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KEY  '.■;0?vDS; 


ACCL'UiruATIVE  MEOCiXSE 
COST: 


Fir-80  MEDCASE  COST; 


ACCUMULATIVE  COSTK/iCT 
COST: 


ACCUMULATIVE  SUE FLY 
COST; 


PERIODIC  REVIEW  RESULTS: 


STUDY  03JECT,T.VK :  -S^t:3:c.oto5.:ol  oc;r.,ii.,fic>s  aho^^m  a  great:  dogrea.  or  offeetiVeness  Tn, 
xietastatij:  islet  coll  cgxc.'triOEia  of  t.Tui. paaoreaa  and  a st at ie  carci'rLoid, 

Clinical  ^responses' figyeu.lIfciaAr  reported  £jx  patients  t.ol  lv  fa;' I  ignan't  isle't  cell  tinnorst 
Streotozotociii.  yirel.B.sp  att,  oyer<7.H  response,  rate  of  dpproKi'^stely'.JQrC.  Syen.  if  an 
(,Kr)  o.r.tiye..  ro.spC' ;'.se- doe;e  m. CL-.r-'-Xy  r'aTlio/e. t  i.o,’.  of  :  Tro'-i-torirfir:--!  xJroc.'oc.irg 

tnnio.’rs  Xinsuliiiorua  and  ca.v.'ciiioidJ.^iHa>‘' occur .  Adc-.iuaix'.  r  f .fj.ll'  l.h.io-- 
drug  Bave  not  yet  B'cen  perfonned  in.  other  tumor  types,. 

TECHNICAL  APPK.OAClt:  Strptostotocia  iS  avail alilo.  for  intravenous  adrairL-istratlon  onlyv 
V.otfjL  a  five-day  intensive  conise.  rc.gitiexi.  and  a  v.’e.ek'Jy  regii.en,  Ttavc  .Tre.err  vr.i;d.e.^.y 
eaployed  using  t&ir: 'drugy  vritTil  cufroo.t  fa,vcar  gi/eti,  to  a  fHTiVdu7LC'.  of  .30.0  ixg/ir:-''  ly  - 
holus  :da^y.x-S  every  4--&weeSS'.  The- veekly  scfcdule  Has- osnally.  Keen  1  gni/ri^'/vreeK, 
y.  4  vre-efek. 


PKOG.-cESS  DURIMG  FY-SO:  tniese.  patrients  enf.ered  oir  study  s- all  pat. tents- Had  clinrtcal 
diagnorsis  of  carcinoid  tumors.  TTuere.  were,  no  responses  arfi  all  patixurts  Have,  expirw'l , 

At  post  mortem,  one.  patient  vras  foLiiid  to  Have,  metastatic  Tnelanoma  instead  of  carcir 
nojd.  TFtis  is  part  of  a  cooperative  e.f.fort  vi.ttTi:  ITCH  to  study -response  vrttHl  tov.iciT.y- 
o-f  class  '^C''  drugs-. 

This  report  has  not  been  approved. 

Investigator  has  not  ansxvered  reviewer's  comments 


KU-'MER  OF  SUiLIECTS  TO  BE  STtrOIED  BEFOR.E  COMFf.FTIO.i-,'  OF  STUilY:  _  __ 

RERlb’Jd/L'FEXPE’CTED  SID^^KFFECnS  IM  silBJECrj's  Ibt.TlcTPATI MG '  IH  PROJECT  ; 


co.':r:?ifsio.vs; 


None 


I'lljy.iCATIONE/AiiriTRACTS,  TV-  80: 


Mouf. 


v.'ouic.  ui;rT  ko-ighj. 


JWrE  :  ~  3T)  Sc'i't  _  j  i’K'' i  )l .  NO :  79Q9.  ..  i  • _ ! 

'TITLir^oi-'  Vk- i  :  Use  oi  i)..uii.C)riyf.  i  n  in  the;  Vroatnion  I  ol  [ 

ALL,  A'lL,  and  Otlini"  I.nnr.c:ii  La  :  i.n  Adu'l  l.s  rivid  'driidL  cn, 


STA^rr  I  :-.'d  :  >  \  i'iL-— 
rRINCT:‘AL  fNVLSTICA  r 0 
ASSOCl ATn ' IN VLST I GATORS 


KEY  WORDS: _ 

ACCUMULATIVE  MEDGA3E 
COST:  _ 

n'-80  M£ncXsircb^~ 


isTa  _ 

LTC~  Jeffery  . . . . 

. .  EACj' i.l'i'Y  :  L'alLi’i-  Itcnd  Ariiiy  ILu'.icaf 

_  Ccnlj^r  _ _ _ _ _ 

SERVICE:  i!('rn.:jLoio;;>- O;icolo;;y 

DniiarLiv.unt  '.•L-cl  1  n  i  iie _ 


ACCUMUIaTJ  VE  CON'THACT  ACCUMULATIVE  SLTPJ.V 

COST: _  COST:  _ _ _ _ 

f  PERKroftTlTEvFEu  YoTsiii^rfr: 


STUDY  OBJECTIVE: 
purposes  tliey  inc 


Daunorciycip  is  IsiKivyri  by  seve:  -  I  oilier  noincSt 
T'jJe  o1aii:'.orubjclnn,  rubldo-.'vc  in-  ruboinycTn  C 


9 


and  NS'C  82]  31  , 


Fa r  i  n f. o r tti n. l: ion 
Corn <  :/ dine 


TECHNICAL  Al’PROACH:  currently  recoirnnended  dosage  of  daunoinycin  when  it  is 

used  as  a  single  agent  is  60  mg/ta^/day  IV  for  three  days.  The  course  Is  usually 
rcpeatc*d  at  intervals  of  three  to  sl>;  weeks,  depending  on  the  status  of  hone 
marrow  and  peripheral  counts. 


PROGRESS  DURING  FY-80:  patients  entered  one  achieved  a  CR  at  clay  53  but 

relaps^  on  day  111  and  subsequently  died.  Tlie  other  patient  died  on  day  31  of 
therapy.  This  is  a  cooperative  effort  with  the  NCI  to  gather  response  with 
toxicity  data  on  Class  "C"  drugs. 


NUMBER  OF  SUBJECTS  TO  BE  STUDIED  KErOUE  COHPLETYoN  OF  STUDY': _ _ _ 

SERIOUS /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTICIPATING  IN  PROJECT: 

None 

CONCLUSIOMS: 

Too  early  for  conclusions. 


PUBLICATIONS /ABSTRACTS ,  EY-SO : 

hone 


V'A'L::  30  sepccr  bor 

'J'lTI.K  Of  rr.OIrZCi';  lisc-  of  f’-Azacy tildiju'.  in  the  Treatment 
of  Acute  Grana!!  ocy  i  !.c  Luiikunia  in  Adulty  ane  «.!ii  i  t ciruiu 


WOKA  UNIT  h'O.,  I6H? 

I  Icu-r[|;i 

!  .  ^'~’f  in:^ . 


SYANTIh’G  nv:?:;  Ocl.ohec  1972.  I  KSl  lYVil.u  COM  i’!.  I'.  If  ON’  i>ME: 

'riUSCirPAL  i Nvi:sil 'CATOItr .  LTC^Trcr^y  i:.  liercuLcrg,'  MC”  “  . . .  ~ 

ASSOCIATE  INVESflGATOiMS":  '  '  T  U IV':  V.’a I't.ca-  IJeeii  Aciuy  .Miniica  l' 

_  _(>.-nL'-'r _  _ _ 
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Kin  VORDS: 


ACCUiMRJLATIVE  MEUCASE 
COST : 


IT- SO  MEDCASE  COST: 


ACCUMUkVnVE  CONTRACT 
COST: 


ACCLR’UkVi  IVK  SUPPLY 
COST; 


PEUrODIC  REVIEW  HESOiTS; 


STUDY  OBJECTIVE; 


At  tKls  iJoin.t.  In  tfee,  S-asacytidine  has  dereon .strafed  clinical 
effectiveness  for  the  incUictioa  of  rciiiission  i.n.  acute  granulocytic  leuke'aia  of 
adults  and  children,  itreviously  re.frfactory  to  other  ec.tive  antiic;ih‘''T:'ic  druysr 
Response  rates  in.  i;!u\ors  ami  other  type*;  of  leaKerii  he/f;  not  been 

caougbl  to  kvarj.a:i.t  tlici  .use,  o.f  i>-a;:acytidine.„ 


TECHNICAL  APPROAC? 


.150  \?-00.  ing/ju  /d.ay  intravenously  .for  f:lve  days  as  a  rax;ld 
injection.  This  drug  course  can  .be  repeated  every  14-21  days^  depending  -upon 
Tecoyery  .from  aoyeln.suppressiron,  and  the  hone  narrow  find.lngs. 


PROGRESS  D'JRING  FY-80;  Tiio  patients  entered  on  SIX.  June  8(1,  Tliere  Have  .been  no 
responses-,  however  .Txoth,  patients  had  failed  standard  therapy  .for  ie-akc.ria;  Thi.s 


is  a  coopera',  lyo  eilfort  xr.i'.tli  KCF  to  gather 
’'C"  drugs. 


response  vltlr  toxicity  data  on  Class 


NUMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  (RIM V LET  ION  OF  STUDY: 

SERi  OUS/UNE.XPECTLD  SIDE  1- t'FECTS '  iT,' 'sUiLTECTS  PARf  fCi FATING  IN’  PltOJ.ECT 

_ _ _  _ _ _  _ _  _ _ _ 

CONCI.USIU.NS:  ‘  . .  ’  '  . . . .  . 

Too  early. 


I'U.Nr.I  CAT  ION’S /AB.STPAC'I  S 


FY-8(): 


L)Af p, ;  ^  NoV  WiUKC  v^iil 

Tl'lLFf  (i  VKO.iF.CT:  Wsc  of  L-Aspriraginasc*  in  the 
Trcatic  nt  of  Aruf.o  hvnphohla'^ ;  ic  Loukc'.-'.i  ’.  in  Adult:. 


V.’OlJiC  UNIT  N0,__Ui_S3__ 
■  ■  Fi^ius'r 

i  ...-  L.  \ 

•v.l  thiJdrc'i:. 


STANXiNN  J)A';  t:j_  Oc^ber  ia^9  ’*  '  '"j  PSTI.vVfKi)  (<.'.  t-Ulp;  JVvTK^ 

PKii^ci  VAL  iNvnfiTi.GAr6AV  ~ _ r  .... 


ASSOCIATE  INVESTIGATORS ; 

FACI LfTY; 

W.i  j. i  iU.  fd  A.rmy  Med  Leal 

Cer,'.  e  r 
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SKKVl CL: 

Hci  i.;L'>in;.-  y-0!icO  J.Ogy 

De par:  lit  of.  Medicine 

KKY  WORDS: 


ACCUMULATIVE  MEDCASE 
COST: 


ACCUMULATlVi 

COST: 


:  CUNTKACj 


IT-SO  MEUCASE  COST 


PERTonic  uEVir,.-: 


i  ACcuMiiL/ouvi'  l]\i\>viy 

i  COST: 


RESUiLTS  : 


STUDY  OBJECTIVE:  ^ 

Ur^^rlna  Car  t.ovora  aspieragi.nase  is  an  .■ni.jgenic-.a.LJ.y  noocrorjo-roacO  :<  v.': 
asparaginase.  It  has  activity  comparable  to  that  of  the  E.  Coli  prf;j)aration  ;ir)  hnf.h 
animal  tumor  system:,  and  in  human  AI.L.  Compared  .•i.ltn  ('■.-■IJ.  asp,',  v  g i  its  i  oxie  v 

is  qualitativfily  .iiv.i  c]uai..L.:  t:;u,  i.vely  the  s  .a.-,  'i’herei.crc,  tlii:;  drug  rc’pre,.';t;nts  an 
alternative  to  E.  Coli  asparaginase  in  those  situatiout  ohere  repeat  coursed  of 
asparaginase  therapy  are  required  or  where  allergic  reactions  force  the  dlscontinoance 
of  the  E.  Coli  preparation. 


TECilNICAL  APPROACH;  l  -l  nnn  -n,  /i,  oo  nnn  vit/  2  1  -1^  r,,  , 

Intravenously  1,000  lU/Kg  30,000  per  day  x  10.-20  days. 

Intramuscularly  6,000  lU/rit^  t.i.w.  x  3  v;eeks  CO  doses),. 


PROGRESS  DURING  FY-80: 


No  i)atlents  entered. 


This  repoit  has  not  been  approved. 
Investigator  has  not  answered  re\aewer's  comments; 


NU.>-0’.ER  Or  SUBJECTS  TO  BE  STUDIED  BEfORE  COMRI.ET ION  OK  SXUDT  :_ 

SERIOUS /UNEXPECTED  sTdE  EFFECTS  IN  SUBJECTS  IhNVrTi Cl FaTiNC’Tn  PROJECT: 

None 

CONCLlisfONsT  ^ 

None 


PUBLTC.VnOSS/AHSTRACTS ,  Yl-EO; 


28S 


WORK  i::rr  no._ 

DAT.-';  30  SoiiL_cMr.;if_r  _i S'OO _  _[l’i<0riK'.01.  NO:  l/iAV-K’  /bl2  _  ... 

31'fi-K:  Or  ;  Usc;  of  Hc‘X-:iir.i;!it'yln:elar!ine  in  the  I _ _ 

Treatnfcint.  of  Ovatrleit  Car:  ;--;:, 


S';  A?:n:^lUVKr  JOeVoBor^.^? 

I’ *' I^CiVaL  K^V^’flGAlbk: 
'associate  iNVESTIGATOKS : 


j  ESTl^Vij^O  aK;l?l>XS(r;  IX\TE  _ 

LTC  Jeffory  Ij.  f3ct'9!‘j>f^rg>  _ _ 

lACil-lTY:  Wnilor  heed  Army  HedLca). 

:  _ _ Coni  or _ _ _ 

SERViCE:  ilcmntol  oj;y-Oncology 


l^£:u- 1 ment  of  Kodlcine 


KEY  V.’OKDS: 


ACeUXULATIVE  ffiUCASE 

ACCUMULATIVE  CONTR-ACf 

ACCUMULATIVE  SUPPLY  . 

COST: 

COST : 

COST; 

■ 

IT-SO  MEDCASE  COST: 

1  PERIODIC  REVIEW  RF'SIJLT.S  : 

STUDY  03JECTI  V.K:  Cancer  of  the  ovary  is  the  tunior  in  \»h.ich.  ICEf.  has  been  shoim  to 
have  definite  antitumor  activity.  Its  uses  may  be  indicated  in  patients  who  have 
become  refractory  to  the.r;'py  v/itb.  alkylating  agents >  or  in  patients  where  therapy 
\:ita  alkyl.atine  i."  contra  Led  Lc.’ ted  Ce.g-  -couiii’.-ocii'-a.-rl  ho;;c  functiria. 

due;  to  prior  xnrl  i-oil!  -r-npy;... 


TECHNICAL  Al*.i.'X0AC'.l ;  currently  .recommended  dosage  of  h.exEccet.hy.lcw'elaiiiirie  \;hr;n  uscr.l 
ns  a  single  agent  .!.o  8  tig/kg/day  (..iOO  ing/n^).  X  ftO  or  iiidefinitcly  if  tolerated.  The  • 
total  dose  is  usually  divided  into  four  equal  parts  and  given  after  meuls  and  at  bed'- 
tine.  An  intermit. to  t  regimen.;  i.c,;,  21  days  CB  mg/kg/ftiy),  on  and  21  days  off  drug,  i»ay 
be  better  tolcruted  and  required  if  gastrointestinal  or  ne.uroto:<icity  becomes  probibi-- 
tive.  A  redaction  of  the  dose  to  G  itig/kg/day  way  also  be  necessary.  Therapy  shold  be; 
stopped  in  the.  presence  of  severe  J.cukopenia  Closs  than  2,000/TT3m^l  or  severe  thrombo-- 
cytopenia  Clei=f5  than  75,000/rmnB)_,  until  marrow  I;uuct.toii.  has  recovered, 

I’ROGRESS  DURING  I /--BO:  patients  entered  as  of  1  July  BO  ~  This  is  a  cooperative  .  . 

effort  with,  the  HCI  to  gather  response  i/ith  toxicity  dais  from  Glass  ''C"  drug.c, 


■'*’-•[’-1?  Of  Sli!’>Jr:C'fr.  TO  BE  blTOTEp  mUTE  •‘llBOL? _ 

St.Ya'oirj/UNEXiTXTED  FJ/f E ci’T  IN  SU'j.iECfs  I’ARTIC I'i’AflNC  'iN  I'RO.IECT : 

hone 

(■OKCUJSiO'NS: 

Too  early 


cG.'.i, r c:ATrO.\'5/AI’..STRACTS ,  Ff-BO: 


Jtonc 


D.Vl'H:  30  St'pt o-.nnc I'  1330  jl’l^Ol'OC.Oi.  |;i);  V. ;L‘vMC  '/WB 

lUTTiir”OF  )^0Ji:CT:  Use  of  VP-.16  in  the  T  ■itnent  of 
Small  Cell  Carcinoma  of  thi.  f.'iit};. 


WOVr  UNIT 

1  fITA  JU:; ;  _  in l.(! r  i m  / 

I  Kinaj 


SVACIINO  DA'i'C: 

pjF^;  c  uvv'i .  i  u  vj^'n  oa  i  o  *L'. _ 

ASsdC:iAXir’iNVESTlGi\T6Rs‘: 


KKY  WORDS : _ 

ACCUMU'LAITVE*  MEDCASE 
COST:  _ 

FY-SO  IIEDCASE  C03tT~ 


LTC  Jeffery  L.  Bcrenber<5,  MC 

'  Vac '  'TV;  lv'a]l  i:r  Jiee 

_  j;on'. '■! 

SERV;  CK;  Ilcir..itoio;'y 
,  •  _ l)ap;'!r  rmen  I: 


iJ/ZljU 

cl  Art.iy  JlfMli.c 

Oaco]  c);;y 
of  lledicine 


ACCUduiATIVE  COMfilACr 
COST:  _ 

^TEUidiffc 


ACCUMUI.ATIVE  SIHMU.Y 
COST : 


RESULTS ; 


STUDY  OBJECTIVE:  VI?  16-213  has  producedpartlal  vosponser;  in  preA'iously  treated 
patients  witu  a  treiuency  ranging  from  0-58^''  ?7i  t  lic'  (  rctaimenf;  of  small  f  rX.'i 
carcinoma  of  the  lung.  Although  the  curren  ecoTmiendalioj)  ;i..s  l.iiat  i.tr,  use  sLf)i;.'ld 
be  limited  to  patients  refractory  to  "stand.' ’A  tlrn-cpy"  for  vlrir;  di.sf'oai  ^  o.rperl- 


mental  data  nuggesi.  !:t'  ■  't'Csporise  ro.lu; cd  m  jo  t-volons.iy  uvA  rc-.e i  r^-'; 

patieeCs  may  h&  considerably  (righer. 


TECHNICAL  APPROACH:  \rp  16-213  should  be  administered  intravenously  over  a  a  30-miriute 
period.  Two  dose  schedules  haw.  been  used  successfully:  60  mg/m '/day  x  b  every 
2-3  weeRs  or  125  mg/in^-/day  1,3,5,  every  4-5  weeks.  The  exact  i.nterval  between  sub¬ 
sequent  courses  is  modified,  depending  upon  the  time  xeguar ed  for  recovery  from 
toxic  raanlf estations,  ' 


PROGRESS  DURING  FY-80:  qvro  patients  with  Testicular  tu'iaors  have  been  treated  with 
VP-16  —  one  pediatric  patient  with  recurrent  Sarcoma,  Both  patients  with  Testicular 
tumors  are  alive  iwthout  evidence  of  disease.  The  jjatient  with  recurrent  Sarcoitta  is 
not  evaluable  at  this  time  Centered  June  80)  -  This  study  is  part  of  a  cooperative 
effort  with  the  NCI  to  gather  response  witli  Toxicity  data  on  Class  C  dirugs. 


NU.'BJER  OF  SUBJECTS  TO  .BE  STUDIED  BEFORE  COMI*i,ETION  OF  STUDY: _ 

SERIOUS /UNE'xPECTED  SIDE  EFFECTS  1  N' S U6 JECTS  PAKTICIPATI KC  IN  PROJ'eCT: 

None 


CONCLUSIONS; 


None 


P'lBLlCAT  IONS  /  ABSTRACTS  ,  FY-SO : 


None 


\mc<  j,o, 


fic*j>ttrr'bi'^  19b0  'M:  V/itAM^  7915  ^  I  iJlAfiSr  i  f;i  i.;:‘ ir.i 

'  Ij.'.f,  0.  Prevcutioa  of  Coaadal  Dawagc  lo  ' -  ■ — ■-’•'-I- . . 

••■n  Trc'atod  wit;!  Corr.binr.tion  Chemotherapy  for  r  odgkin’a  Dis  raae  or  l/tIC 


iT.AHTilC:,  DAT;':  '  . . . . . .  1 

ruSTi  MATED  CMMh-.ETlCM  DATE; 

i:!NC1PAI.  JliVESTlCATOi’:  Ramona  Chapman,  M.D. 

.'SSOCIATE  INVcSTIGAXOilS:  j 

1  FACiCITY:  Walter  I’ecd  Army  Midical. 

T.  Klein  j 

Center 

R.  Vigersky 

SERVICE:  Hematology-Oncology 

J.  Berenherg 

Department  of  Medicine 

COST: 


ULATIVE  MEDCASE  j 

Acci::rji..‘\TiVE  conxrvct 
COST: 

1  ACCi:.':’Jie'vrf^ 
1  COST: 

.'i:  supply 

■  "  1  1 

MEDCASE  COST; 

1  PERIODIC  REVIEW 

1 

RESULTS: 

STUDY  OBJECTIVE: 


To  protect;  worsen  from  ovarian  failure  ?.“  chen'.otVi.erapy  for 


}{odgkin’s  dise.ase  or  nori'-HeD.  lymphoma 


ii-.CflNICAL  APPitOACU.  i^andoiiil^io  to  received  combined  ora3.  conlrcaeeptives  or  oerve  no 
a  control  witfi  no  Iiormonal  agents  during  chemotherapy. 


{■i'.OGRESS  DURING 
randomization,. 


FY-80:  _  , 

-  Three  women  chose 

.Kc/'je  are.ofl  the;  any. 


take  oral  cont-xacept.Lves  wl.thout 


, :  s ; ",  f;  j  if  s  u  B  J  K  r;i  s 
;;rrc)US/(D;Exl’T;cTr;iy 


.sHrDuin  tuhTii^  co^iP!i.Tlo^^6F  _ 

SIDE  IN  siiijEcis;  PARfrcTpAfiNS  in' pitojEcr; 


ss'cLUS  i  on's  :  No  'p'aBonl:c;'aT.\r'c:cr(i^^^^  of  hot  iiushfa,  '  Too  early  to  assess 

'orian  function. 


c,at!o::.n/A!!Stiiac'io 


rV-  S'); 


mV.K  T'NIT  KO.  1687 

j^rKT[^30'soj^tcniiVer~19;'^7' NO^vnW'';;  800?  J  .••^/■'^'''r^/0l>-.c-r^:i  /  ’ 

Tl'i’l.-;  or  }'lvO.’,rCl' :  I'hase  IT  LvaliiaLiou  ol  Mctl.yl  GlyoxaT  (  .  _ 

liix-Guauyl  Hyclraxone  C^'ot:hyl~CAG)  in  Aflvnnceo  Esopliagf-a.! 

Carcinoma,  Hoad  .'uid  Nock,  and  Corvi;. 


^TAkTlNC  i’^TK:  _  |  KSTi  •.  vr.'-i'  i-.  i  i  f/.;_  jjAYKi, 

rxINClNAL  INVr^TiCATOl;  HAT  War  tin  DT  KC  " 


ASSOCIATE  INVESTlGA'iOUS : 


KEY  KORUS: 


ACCUHNLATIVE  IIEDCASE 
COST:  _ 

FY-SO  MEDCASE  COSt7“ 


F/Cli.lTY:  i-/alioi;  Not'd  Army  Mod  lea] 

_  _  )itin‘ _ _ _ _ _ 

SKKVi  (,E:  lionial  olo;'y-0nco  1.0{;y 
_  Dopnrtinent  of  Medicine  _ 


ACCUMliLAT  I Vi:  -COT!'  RA  Ci 
COST: 


ACCUMU LAT 1  Vi:  S (IP? iA' 
COST; 


j^PERIODlC  REVIEW  RESECTS : 


STUDY  OBJECTIVE:  To  defino  the  response  rate^  rad  remission  duration  t;l-j J.iring  a 
weekly  schedule  of  methyi-GAG  in  potients  wit  -dvancod  noophagf ol  carcinoma. 

Head  and  neck  cancer',  ox  cervix. 


TECHNICAL  APPROACH:  jtieth.yl-T3  5Q0Lmg/M^y  to  jife,  given,  gn.  Intravenons  infusion 
in.  D5W  or  noriagl  saline,  oyer  no  less  than  30  jjiinutes>  in,to  a  freely  running  IV, 


PROGRESS  DURING  FY-SO;  Six  patients  entered  from  April  to  August  12S0  all  pati.eul.c 
had  squamous  cell  tumors.  There  was  one  partial  remission  and  5  with".stabilixat:ioi( 
fo  disease"  for  variable  periods  of  time  -  Two  patienl:s  have,  expired  and  4  remain  on 
study  vrith  decrease. 


KL'MBER  OF  SUBJECTS  TO  EE  STUDIED  BEFOKK  Ctl'Ii’LETION  OF  STUDY: 
SERIOliS/UNEXPECTEU  SIDE  EFi  ECTS  IN' SUBJECTS  'pXrTiciTATl^^  IN  PRo7tECT: 

_ ■  Expected  Neuropathy _ _ 

CONCLUSIONS:  Too  early 


PUBLICATIONS/ABSTIJACTS ,  FT-SO ; 


WO;C-C  Uis'IT  i;o.  Jf)«8 _ 

TI  j  1/rf  or  ;'■ ‘.'.’I'.tJk  :  I’casibility  Study  of  the  ifuLtidLscipti-  i  i  :;i.,  1 

nary  Approach  to  Tnoperahle  Lunj;  Cancer  V£!tient;s 


STAftr^O^  jX-i  i:.:  April  1980 _ ”.L.  !  '  •'A-J  ' 'UAl  Ji'A;;'  .  Apri-1 

j-ia::cYVA  l'  ;  :;ViA;Tif:-VlOIt:  jh^ic  Oncology  Multidisciplinary  Tcarn  .  _ _ 

associate  INVOSTiCAtOitsV  '  . .  j  Vac\I.!  !Y';  Wnhvr  liced  Aivy  i'  :.;:.:-  i 

!  Ccsrtt  r _ 

jsi;iiV;C!::  il(  ::!.i:  (1  i.>;;y-On.a)Jo;-,y 

_  I  ill  ]  ;i»  !■*  i  -nc  ;-5'-d  1  •■■  { '.i-- 

K17V  V.‘0:iD5 :~  l,ung  cancer ;  jpsy^'osTciaiT  aspects  of  illness  ;  nmUidisciplinary  approacl. 
ACci:Mi:iAa'ivE  MbiKiASE  .  'Acl^cijMcrAViyi;  if-.n  '  Accij.-iiii.v-  i  ,•!: 

COST:  COST:  .  . . .  COST;  _ _  .  • 


n'-80  MEDCASE  COST: 


I  ITliaODiC  KEVIi'i?  HESUIXS: 


STuOi  OSJaCilVF.:  conduct  a  descriptive  study  to  deterrai.ne  the  feasibility  and 

utilization  of  a  multidisciplinary  onco3.o"y  approacfi  to  the  treatment  and  nianageiiient 
of  inoperable  lung  cancer  patients  at  WRAMG. 


TECllNIC.M.  \-V’R:10ACU:  A  vcisourcG  providing  patlentr.  and  their '  fardl  ies  an  ,  ■  ^ 

opportunity  to  vork  with  skilled  incivlduals  in  order  to  deal  with  sr;n;e  of.  the 
psychosocial,  aspects  of  illness,  and  to  jiiaintnin  their  goacral  well  oeing. 


•  .  '  •  V*' 

Is*  ''»<■ 


PROGRESS  DURING  Flf-SO:  Eight  patients  were  entered  on  study. 


NU.MTER  CF  Sl.it^oCTS  STJJ^I  f^U  IMTOKE  CO- f''IT:  iT  ();;  OF  STUliY^^  ^ _ 

■fiifKlOJSA-^x'PcCTEir  SIDE  EFFFCl^  IN  SUIiJi-GiT; '’jSRri'f;i  rVO'l  Nf;'  ]n'  PROJEGT: 

COGCI.uSlO.'o  :  Tcram  approach  is  beneficial  to  patients  for  pain  control  and 
dinch.arge  planning  (social  work  and  comniunity  health  mir.ee). 


I’URI.IC.ATIO.V.S/ARSTItACTS  ,  FV-80; 


t 


Date;  9  December  1980 

1  C^o'ocol  No;  1700 

Istatus: 

Itsteriin  x>: 

Title  of  Pi’oject: 

1 

l-'inal 

Sleep  Apnea  in  llypothyrolc 

1  Patients 

Starting  Date:  June  80 

rlsiimaled  Completion  Date; 

31  May 

82 

Principal  Investigator:  Krishnan  R.  Rajagopal 

1 

Associate  Investigators; 
Sarkis  S.  Derderian 
Claude  J.  Tellis 
Kenneth  D.  Burinan 

_ 

Koy  Words: 


FacU.ity:  ITRA^-IC  _  Pulmonary  Clinic 


Dept/Svc  Meidicine/Pulmona 


ry 


Apnea,  Hypothyroid 


AccurfU-O.al' ve  ATIvDC/ASK 

Cost:  N/A  _ 


AccUiiiuTalf-ve  Cor;'','  ;;cr 

Cost:  N/A _ 


/.\ cc;umila!.i.vc’.  iSupply 

Cost:  n/A _ 


FY-SO  MEDCASfi  Cost: 


Periodic  Pc’/iew  Poesults: 
(to  be  filled  in  by  DCI) 


Study  Objective:  Xo  demonstrate  and  better  define  periods  of  apnea  during  sleep 
in  patients  with  hypothyroidism. 


lechnical  Approach:  using  standard  polysonochographic  techniques  patients  v.d  tli 
hypothyroidism  (decreased  T4  and/or  increased  TSH)  will  be  monitored  and  the 
records  analyzed  for  the  relative  frequency  and  type  of  apnea  during  sleep. 


'Progress  during  FY-SO:  Five  hypothyroid  subjects  studied  have  shoim  several 
episodes  of  obstructive  sle  p  apnea. 


Number  of  subjects  to  be  .studied  before  completion  of  study:  10  _ _ 

Sorioiis/une:coected  side  effects  in  subjects  prirticipatiug  in  project: 

N/A 

Conclusions:  Work  in  satisfactory  progress  -  will  be  completed  after  monitoring  10 
more  subjects. 

PubUcations  or  Abstracts,  FY-SO;  Abstract  submitted  for  the  American  Thoracic 
Society  Meeting  in  May  1981. 


2'J 


t 


tiork  linlt  uo.:  1700 
runds  litilizod,  FY-80: 
Funding  ftecuireir.snts ,  FY-fcl: 


Persoimpl:  N/A  Total 

Equipment:  (Maintenance)  $500.  $500.00 

SuppJ.ics:  (consunwble)  EEG  paper  @$13.63  per  box  v;ith 

1  patient  per  box,  for  10  patients  $140,  $140,00 

H.P.  Paper  @  $53.00  per  box  v/lth  one 

pat3.ent  per  box  $530.00  $530.00 

Travel;  x'oi:  prese.vttal'.  Lon  at  Annual  Meeting  ,$700.00 

$700.00 

Other:  Preparation  ,  publication  costs  and  reprints  $500.00 

$500.00 

Miscellaneous  $200.00  _ $200.00 

Total  $2,570.00 


Annual  Report  and  Request  for  Continuation  (Protocol  in  force  since  1978) 


Work  Unit  Mo.:  1903 

Title  of  Project:  Detection  of  T.  pallidum  in  the  CSF  in  patients  with  neuro- 
syphi 1  is . 


Investigators : 

Principal  Investigator:  S.M.  Harrison,  CPT  MC 

Associate  Investigators:  Charles  N.  Ostcr,  MAJ  MC 

W.  J.  Herald 

E.  C.  Tramont,  LTC  MC 

Starting  Date:  (Approved  Hov  1976)  Patients  not  entered  until  microbiologist 

became  available  Sept78. 

Estimated  Date  of  Completion:  Sept  1981. 

Objective; 

1.  To  determine  the  frequency  with  which  Treponema  pallidum  can  be  isolated  from 
the  CSF  of  patients  who  have  received  an  inadequate  course  of  treatment  for 
primary  or  secondary  syphilis  (see  Reference  1). 

2.  To  attempt  isolation  in  patients  with  late  latent  syphilis  or  apparent 
asymptomatic  neurosyphilis. 


3.  To  explore  and  improve  procedures  for  Treponemal  antigen  detection  as  an 
indication  of  ncurosyph i I  is ,  and  an  indication  for  therapy. 

Technical  Approach:  T.  pallidum  isolation  (as  modified  by  DF  Dec  1979),  Patients 
from  the  Military  District  of  Washington  who  have  latent  syphilis  will  have  a 
lumbar  puncture  for  determining  therapy.  If  cerebrospinal  fluid  exam  is  positive  for 
VDRL,  FTA-absorbed,  FTA-unabsorbed  or  if  there  is  abnormal  protein,  glucose,  or 
cell  count  suggestive  of  possible  neurosyphilis,  then  the  CSF  will  be  passed  into 
two  experimental  rabbits  and  one  control  rabbit.  (Negative  RPR  and  FTA  virgin  male 
rabbits  will  be  used).  The  two  experimental  rabbits  will  bo  carried  for  40  days, 
sacrificed  and  testicular  homogenates  passed  in  second  rabbits.  At  the  end  of  80 
days,  the  rabbits  will  be  sacrificed,  testes  homogenized,  and  examined  for  Treponemes 
by  darkfield  and  direct  fluorescent  antibody.  RPR,  VDRL  and  FTA  will  be  determined 
on  all  test  rabbits. 


T.  pal  1 idum  antigen  detection.  The  Nichols'  strain  of  T.  pal  1 idum  passed  in  rabbits 
will  be  used  for  simulating  infected  CSF.  After  extraction,  pooled  CSF  will  be 
infected  with  T.  pall idum,  and  antigen  will  be  determined  by  gas  chromatography, 
limulus  lysate,  or  solid  phase  radioimmunoassay. 


Progress  and  Results:  Although  19  more  patients  have  been  examined  this  year,  no 
rabbit  syphilomas  nor  serologic  changes  have  been  identified.  Preliminary  studies 
on  antigen  determipation  have  begun. 


Conclusions;  There  is  insufficient  data  for  conclusion  at  this  point. 
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fundi Requi reinents  FY-79:  $10,000.00 
",:ndi  na  Reoui  reinents  FY-80 :  $1 2  ,000 . 00 
Fundi  nq  Requi  rernf; nts  FY-81 :  $11  ,000,00 
Oithin  Funding  Requirements; 


Personnel : 


W.  J.  Herald,  GS-9 
S.  M.  Harrison 
C.  M.  Ostor 
E.  C.  Tramont 


Already  available  through  the  Infectious  Disease  Labs,  CIS. 


Consumables: 


Animals  and  care  $  9,000  00 
Chemicals,  reagents  f'l  glassware  1  ,500.00 
Travel  500.00 


"'..'hi  icu  i:  ions : 

Tramont,  EC,  Cha.nter  ISO,  I'rofjojiema  (syphilis)  Piill'CIPLfS  h  PRACTrCE 

OF  INFECTIOUS  OISLASE,  1979.  Editors  Handell,  Bennett  and  Itouglas,  HcGraw  Hill 
New  York. 


Interira. 


References : 


Tramont,  EC.  Persistence  of  Treponema  pallidum  in  Cerebrospinal  Fluid  Following 
Recommended  Penicillin  0  Therapy.  '"'JAMA ’236:22-6-2207,  1976. 
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MSVJP-MI 

Continuation  of  Protocol  j^'1905 

TOC,  Clinical  Investigation  Svc  C,  Infectious  Dis  Svc  ifi  Sept  BO  cmt  i 

i 

1.  Request  continuation  of  Protocol  "1905  entitled  "Local  Immune  Response  to  Neisseria 

gonorrhoeae" .  I  ” 

2.  The  objectives  of  the  original  protocol  were  as  follows: 

"The  objective  of  this  research  is  to  study  the  kinetics  of  local  immunity  as  it 
pertains  to  bacterial  infections,  in  particular,  jl.  gonorrhoeae ,  such  that  a  well- 
tolerated  local  -'irimunogen  capable  of  inducing  jirotection  in  man  might  be  developfd 
in  the  future. 

Briefly,  our  hypothesis  lioids:  1)  tlial  the  irritidf  event  of  many  infections  is 
implantation  on  mucosal  cells  of  the  offending  agent  to  which  a  local  immunological 
response  (levelc[)S  c:,)l  infeclion  '  pr  n'^y  a  local  ch.rvisc  and,  lliore 

fore,  ivell  suited  for  studying  local  immunity;  .;)  ’that  there  are  associated  wit.i; 
gonococcal  organisms,  antigenic  determinants  which  when  isolated,  purified  and  con-  j 
centrated  will  upon  local  administration  induce  significant  protection  to  infection.' 

specific  objectives  were  to 

(1)  Development  of  New  Techniques  to  Determine  Inhibition  of  Epithelial  Cell  j 

Attachment  (lEA)  of  Gonococci  1 

(?)  To  determine  which  antigenic  determinants  against  which  the  human  local  immune 
response  is  directed  iho  following  anl.lgons  11  be  isolated,  charactriri zed  and 
purified:  acetone  or  formalin  killed  whole  organisms,  native  outer  cell  wall 
complex,  lipopolysaccharide  (endotoxin),  and  pili.  These  antigens  in  turn  will 
be  used  to  block  inhibition  of  epithelial  cell  attachment. 

(3)  An  attempt  will  be  made  to  better  understand  the  kinetics  of  local  and  parenter¬ 
al  antibody  formation  by  determining  concurrently  the  ability  of  serum  atxl  local 
antibodies  obtained  concurrently  to  inhibit  epithelial  cell  adhesion  of  the 
homologous  infecting  organisms . 

(4)  An  attempt  to  shed  some  light  on  the  mechanisms  of  recurrent  gonococcal  in¬ 
fections  will  be  undertaken  by  examining  the  ability  of  antibody  raised  in 
rabbits  to  inhibit  epithelial  cell  attachment  of  recidivistic  strains  isolated 
from  the  same  patient  at  different  times. 

3.  The  majority  of  these  objectives  have  been  met,  and  can  be  summarized  as  follov/s: 

(1)  Attempts  to  develop  new  techniques  to  measure  ILA  have  been  unsuccessful  so 
far  (Annual  Report  1976). 

—  (?)  The  SPRIA  has  been  modified  for  measuring  local  antibody  (Annual  Report  1978). 

(3)  The  principal  antigen  mediating  attachment  of  gonococci  to  epithelial  cells  -are 
pili  (Annual  Report  1978,  79,  80)  but  other  antigens  arc  also  involved  (Annual- 
Report  1979). 
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Continuation  of  Protocol  #1505 


18  .Sep  80 


■  JECT; 

Tramont  EC,  Ciak  0,  Bosleyo  JW,  McChosnoy  DG,  Brinton  CC  and  Zollinger  W,  Anti¬ 
genic  Specificity  of  Antibodies  in  Vaginal  Secretions  During  Infection  with 
Nei.sseria  gonorrboeae.  <)  Infect  Dis  142: 23- -SI,  1980, 

I 

Tramont  EC.  Role  of  Adhesion  of  N.  gonorrhoeac  in  Disease,  Ciba  Foundation 
Symposium,  London,  UK,  1980. 

Boslego  OW,  McChesney  DG,  Sadoff  J,  Ciak  J,  Trarnont  EC.  Human  Genital  Antibody 
Response  to  a  Gonococcal  Pilus  Vaccine  (Abstract).  ICCAC,  New  Orleans,  1980. 

Projected  costs:  FY-Sl 

Equipment:  new  gamma  counter  $20,000.  Old  equipment  is  in  need  of  constant 
;  repair  secondary  to  heavy  use. 


SU:)JECT:  Continuation  of  Protocol  /HOOli 


18  Sop  80 


(4)  Recurrent  gonococcal  infections  may  be  due  to  antigenic  heterogenicity  of 
gonococcal  pili  (Annual  Report  1978). 

(5)  Parenteral  imniunization  v/ith  a  gonococcal  pilus  vaccine  induces  local  anti¬ 
body  capable  of  inhibiting  attachment  (Annual  Report  1980), 

4.  Future  directions 

(1)  The  kinetics  of  this  local  response  will  be  studied  by  examining  the  serum 
and  local  responses  concurrently. 

(2)  The  response  to  local  vaccination  with  a  gonococcal  pilus  vaccine  will  be 
studied. 

(3)  The  response  to  parenteral  followed  by  local  immuni;?.at1on  and  vice  versa 
will  also  be  studied. 

(4)  Other  attachment  antigens  besides  pili  involved  in  attachment  will  be 
determined  and  studied. 

5.  Bibliography  (1978-1980) 

Tramont  EC,  Ciak  J.  Anti  gonococcal  antibodies  in  Genital  Secretions.  1978  in 
Immunobiology  of  Neisseria  gonorrhoeae,  pp  274-276. 

Tramont  EC.  Human  Immune  Response  to  Neisseria  gonorrhoeae  -  Prospectives  for 
Vaccine  Development,  Presented  at  32nd  Annual  Meeting.,  .tor.,  Med.  Consultants 
to  the  Armed  Forces,  flov.  1977.  (Abstract) 

Tramont  EC,  Ciak  J,  Gilbreath  H,  Brinton  C  (Abstract)  Blockage  of  Local  Antigono- 
coccal  Antibody  by  Gonococcal  Antigens.  ICCAC,  Atlanta,  Georgia,  1978. 

Tramont  EC,  Hodges  W,  Ciak  J.  Importance  of  Antigenic  Differences  in  Gonococcal 
Reinfection.  (Abstract)  Clin  Res.  1978. 

Tramont  EC,  Hodges  W,  Ciak  J,  Gilbreath  M.  Importance  of  Differences  in  Attachment 
Antigens  in  Gonococcal  Reinfections.  J  Clin  Lab  Med  93:730-735,  1978. 

Tramont  EC,  Ciak  J,  McChesnoy  D,  Boslego  JH,  Brinton  CC.  Cross  Reactivity  of  Gono¬ 
coccal  Pili  as  Determined  by  Inhibition  of  Epithelial  Cell  Attachment,  (Abstract) 
presented  ICCAC,  Boston,  Mass.  1979. 

Tramont  EC,  Boslego  JW,  Sadoff  J,  Zollinger  W,  Lolik  A,  Bryan  J,  Brinton  CC. 

Safety  and  Immunogenicity  Study  of  Gonococcal  Pilus  Vaccine.  (Abstract) 
presented  ICCAC,  Boston,  Mass.  1979. 
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SepLeviber  1  9S3 _ Itvo1oc:d1  No: _ _ _ _ Status:  T.riterim 

Titlo.  of  Pi'oject:  Local  Iinniuno  Response  to  Mcjs^erhi  rhoooe~~  ^ - 

in  Humans 


Sraxtiea:  Datel  27~Sep 


Kstimated  Coinplefion  Date:  1  933 


l>r5jacipal  Investigator:  Edmund  C.  Tramont 


Associate  Investigators: 
John  Boslego,  HAJ  MC 
Jennie  Ciak,  6S  12 


Facility;  Halter  Reed  Army  Medical  Center 


Dept/Svc  Infectious  Disease 


Key  Words: 


Neisseria  gonorrhoeae,  local  imniunity 


Aecurmilative  MRDGASF 
Rost:  $2C!,OOR.OO 


AcfiUmiJ-.itive  C'v.:L':act  f  /-. r'CiU.rriuV'ti /;• 

Cost;  $1,000.00  I  Cost:  .$ 1 5 .000 .00 


FY -SO  I/LEDCAUK  Cost:  $36  ,  COO .  00 


C0_ _ _  j  Cost  vil5j.20  0  ;.QP 

.I’uriouic  JR-:vli.;-,v  I-Uusu’ts:  _  _ 

(to  bo  filled  in  bj'  DCI) 


Study  Objective; 

To  study  the  local  immune  response  to  mucosal  infection  or  irr'.munizatlon  viith 
a  gonococcal  vaccine. 


'Technical  Approacli: 

The  immune  response  is  to  be  studied  using  an  inhibiticn  of  attachment  and  solid 
phase  radioimmunoassay  (see  previous  annual  reports). 


Progress  during  FY-SO; 

See  attached  sheets. 

Number  of  subjects  to  be  studied  before  completion  of  sttidy: _ 

Serious/unexpected  side  effects  in  .subjects  p.iiiicipating  in  project; 

Conclusions: 

See  attached  sheets 


Publications  or  Abstracts,  FY-SO:  Sec  a  ttached  sheets 


Progress  during  FY-80 


1)  A  parcntereliy  adtiii ni stored  gonococcel  pilus  vaccine  v;cs  r.!.c,.ri  to  induce 
local  antibody. 

A  prototype  gonococcal  vaccine  iiiarnifacturcd  at  the  University  of 
Pittsburgh  and  in  collaboration  with  HRAIR,  was  tested  for  safety  and  immuno- 
genicity  in  volunteers  at  URAMC  and  at  Fort  Bragg,  North  Carolina.  Vaginal 
v/ashings  and  seminal  fluid  vjere  obtained  and  tested  for  local  antibody  by 
the  standard  inhibition  of  attachment  assay  developed  by  us  and  the  standard 
Solid  Phase  radioiifimuno.issay  developed  by  Dr.  Wendell  Zollinger  at  WRAIR. 

Eleven  female  volunteers  v;ore  given  two  intramuscular  injections  of  100, 


ROO.  tii;, ,  iOOri  ug  oi  rt  g.iuC"C.cai  < 


i!  c  (PCR  3->  ;  dot  001 )  one 


month  apart.  Antipilus  antibodies  (IgG,  IgA)  were  measured  in  vaginal 
secretions  by  solid  phase  radioimmunoassay  (SPRIA)  and  expressed  as  micro- 
grams  (ugs)  of  specific  antipilus  antibody/ugs  of  total  IgG  in  the  vaginal 
secretion.  Measurements  were  made  for  8  weeks  after  the  initial  vaccination. 


All  11  volunteers  had  antibody  rises;  ’C  'll  v.'ithin  2  weeks  after  the  initial 
vaccination.  The  geometric  mean  of  the  maximal  fold  rises  were:  IgG  4.6, 

IgA  7.6.  The  antibody  rises  appeared  to  be  dose  dependent,  although  individual 
variation  v/as  seen. 


Four  male  volunteers  v/cro  given  2  mg  subcutaneous  booster  injections  of 
PCU  3-2  vaccine  one  year  after  initial  vaccination.  Antipilus  antibodies  were 
measured  in  seminal  fluid  by  SPRIA  and  standardized  for  total  IgG  as  above. 
Measurements  were  made  for  6  v/eeks  after  vaccination.  All  volunteers  demon¬ 


strated  an  antibody  response  within  2  weeks.  The  geometric  mean  of  the  maximal 
fold  rises  were:  IgG  9.4,  IgM  2.7,  IgA  4.4.  The  secretory  antibody  responses 
appeared  to  parallel  that  seen  in  the  serum  (fig  1,  Fig  2,  Fig  3). 

The  lacal  genital  antibodies  wore  a-so  capable  of  functional  activity, 
namely  in  vitro  inhibition  of  attachment  of  the  gonococcus  to  epithelial  cells 
(Table  1). 


2-S3 


?)  A  pr'olotypo  nonococcal  pilus  vaccine  PGfl  3-?  was  previously  sliown  to  t'e  safe 
I'liK.  ,  ) ji:i.  u.  Till'  j)i'olK'thl  ;■  funci'.ional  a  of  i  y'-jrajcoccol  vacciiir-  were 

demonstrated  by  the  ability  of  these  antibodies  to  block  attachment  of  the 
gonococci  to  human  buccal  epithelial  cells.  The  antigenic  determinant  responsi 
ble  for  blocking  attachment  w/as  shown  to  bo  pill  (Table  3).  The  antibodies 
also  blocked  attachment  of  heterologous  strains  (Table  4). 

3)  The  cross  reactivity  of  antibodies  from  patients  with  naturally  occurring 

li-  gonorrhoeae  infections  to  homologous  and  heterologous  GC  ptli  were  studied 
in  the  SPRIA.  All  patients  studied  showed  antibody  rises  to  the  homologous 
strain.  Three  of  t!ie  six  strains  demonstrated  significant  levels  of  anti¬ 
body  against  several  of  the  hcterologcn.is  si.rains. 

Five  of  six  normal  controls  demonstrated  low  levels  of  antibody  against 
all  pili  tested.  One  of  the  normal  controls  liad  liig'n  levels  of  antibody 
against  6  of  trie  7  pili  strains. 

4)  An  IgA  protease  was  isolated  from  liquid  GC  media  in  which  jl.  gonorrhoeae 
was  grown.  Tills  protease  v/as  capable  of  splitting  serum  IgA  isolated  from 
a  IgA  myeloma  patient,  into  two  fragments.  The  activity  of  tiiis  enzyme  on 
local  secretory  antibody  from  patients  infected  is  being  studied  or  from 
volunteers  who  received  the'PGIl  3-?.  gonococcal  pilirs  vaccine. 


TABLE  1 


cry 


fold  IgA  A?JTff30DY~R'rS^  U^f 
SECRETIONS  AS  DETERMINED 
oY  oOLID  PHASE  RADIOIMMUMOASSAV 


/ 
A  /  A 


A  ,/ 


« 


-  s'' 


o  MALE 
A  FEMALE 


MAXIMUM  FOLD  IgG  ANT130DY  RiS£  IN 


GENITAL  SECRETIONS  AS  DETERMINED 
BY  SOLID  PHASE  RADIOIMMUNOASSAY 


o  male 
A  FEMALE 


Table  2 


Post  vaccination  sera  absorbed  with  PGH  3-2  IPS  and  PGH  3-2  pili 


LPS/gg/ml 


pi  1  i/yg/ml 


pre- immunization 

post-in.m. 

unabsorbed 

post-imm . 

absorbed 

LPS 

post-imm. 

absorbed 

pi  1  i 

Serum  from  volunteer  "4  (1  mg  dose)  was  absorbed  \iith  Pgh  3-2  IPS,  then 
with  vaccine  pili.  Absorption  with  IPS  did  not  effect  the  lEA  titer,  while 
absorption  with  pili  reduced  the  titer  to  pre-immunization  levels. 


Conclusions 


(1)  A  parenterally  administered  pilus  vaccine  was  shown  to  induce  local 
antibody. 

(2)  This  local  antibody  was  capable  of  functional  activity,  namely  inhibition 
of  attachment. 

(3)  This  antibody  appears  to  be  cross-reactive  against  other  strains. 


Publications  and  Abstracts,  FY-80 


Tramont,  EC,  Ciak  J,  Boslego  JU,  McChesney  DG,  Brinton  CC  and  Zollinger  W. 
Antigenic  Specificity  of  Antibodies  in  Vaginal  Secretions  During  Infection 
with  Neisseria  qonorrhoeae.  J  Infect  Di.s  l42;/;3-31. 

Tramont  EC.  Role  of  Adhesion  of  gonorrhoeae  in  Disease,  Ciba  Foundation 
Symposium,  London,  UK,  1980. 

Eoslego,  JW,  McChesnay  DG,  Sadoff  J,  Ciak  J,  Tramont  EC.  Human  Genital  Antibody 
Response  to  a  Gonococcal  Pilus  Vaccine.  ICCAC,  n'ow  Orleans,  1  980. 
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Justification  of  fund 


Dept  of  Clin  Inve  s  r.  i  ga  t.  i  on  Pr  inc  i  pa  1  Investigator  DATE  5  jg^  1981  CMT  1 

Protocol  -  i.  :/C5 

1.  A  new  gamma  counter  is  needed  Lor  the  following  reasons; 

a)  The  principle  antibody  test  employed  by  us  is  the  solid  phase  radioimmuno¬ 
assay  (SPRIA).  This  test  is  sensitive  enough  to  quantitate  local  antibodies, 
a  major  technical  problem  in  conducting  these  studies. 

b)  The  SPRIA  will  also  be  adapted  for  measuring  antigens,  similar  to  tests  now 
employed  in  the  Virus  Department,  WRAIR,  for  measuring  hepatitis  A  &  B  anti- 
gen=  . 

c'  The  present  gaid!'-'  countei  which  we  have  at  ou/'  ditposal  is  outmoded,  outdated 
and  has  been  down  a  total  of  four  months  ...  the  psst  twelve  resulting  in 
interruption  in  study  and  lost  man  hours.  Also  it  does  not  have  the  cc^mputer 
capabilities  which  we  need  for  storing  a t'd  correlating  our  data.  This  require 
many  man  hours  to  calculate  the  data  by  ..and. 

d)  Finally,  it  is  only  partially  automated  and  has  a  limited  sample  capacity; 
productivity  is  greatly  enhanced  when  samples  can  be  run  automatically  over¬ 
night  . 


i sotopes 

pur i f i ed  GC  p i L i 
.nono  V  .  ona  1  antib<  ;ies 
animals 

(rabbits  housed  at  WRAIR) 
expendible  misc.  supplies 
i.e.  collection  cups 
vaginal  tampons 
Kellogg's  GC  culture  media 
liquid  nitrogen 
silk  labels 
Ca Ig i swabs 
mi ni tek  CTA ' s 
flexible  microtiter  plates 
pipette  tips 

teletype  paper  for  gamma  counter 
teletype  ribbons 
Wheaton  vials 


$  2,000.00 
4,000.00 
4  ,,  ■■  00 , 00 
1,500.00 

3,500.00 


$15,000.00 


F.DM'j::n  c*  thamon't,  :<.n. 
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Date:  7  Octobe'’  1 '-SO  in'otoco!  No:  1906 

Stahis; 

Title  of  iVoject;  The  Limulus  Lysate  Assay  for  the  Determina¬ 
tion  of  Gram  Megative  Meningitis  Septic  Arthritis  and  Contami¬ 
nation  of  Intravenous  Fluids. 


StrcT-iagr  D:Ue: _ _  testimatcd  Cor.r)le‘.ic.!i.  Date:  10/80 _ 

Principal  Investigator:  Charles  Oster,  HAJ  MC 

Associate  Invsstigarors:  Facility:  URAMC 

Arthur  Dobek,  Ph.D.  - - - 

Edmund  C.  Iramont,  LTC  MC  Dept/Svc  Med/Infectious  Disease 

Key  V/ords: 


Accumulative  AIEDCASE 
Cost: 

Accumulative 

Cost: 

Contract  j  Accux/'tulative  Supply 

;  Cost: 

\  \ 

FY-SO  I\IFDCAS£  Cost: 

Periodic  Pevlev/  Result.'.:; 

j  (to  be  filled  in  by  DCI) 

Study  Objective;  To  select  a  reliable  and  sensitive  test  to  determine  the  presence 
of  bacteria:  endotoxin  in  fluids,  especially  corebrospirial  fluid,  from  clinical 
cases  chosen  by  the  Infectious  Disease  Service. 


Technical  Approach;  The  last  14  patients'  cerebrospinal  fluids  analyzed  in  1979 
were  done  by  the  improved  procedure  described  in  last  years  annual  report.  This 
procedure  was  used  for  all  specimens  analyzed  in  the  current  year.  As  in  the  pre 
vious  year  all  specimens  were  provided  by  the  Infectious  Disease  Service,  WRAMC. 


Progress  duxir.g  FY-SO;  The  following  data  in  Table  1  represent  the  analyses  for 
the  current  fiscal  year.  (See  Continuation  Sheet) 


Kurr.b^r  of  siibiects  to  be  .stiicUed  l?efore  comnl-etic-n  of  .sh 
L’erioi’.s/nn.e.'vp-ecte'J  side  effects  in  subjects  pal'll cipnting 


id;/:  0 

ia  project: 


Conclusions:  (Sec  attached  page) 


N/A 


Pablicc'.Mons  (,r  A'.i, '.tracts, 


[:'Y-SO;  done 


*  r> 

-  'J 


f 


Patient 

Endotoxin 

Time  interval  with 

Designation 

(ng/ml ) 

multiple  specimens 

A 

.052 

B 

.074 

C 

.055 

Day  1 

.084 

Day  3 

D 

.023 

E 

.400 

F 

0* 

G 

.265 

H 

0 

I 

0 

J 

0 

K 

.060** 

1 

C 

M 

038 

M 

0 

0 

0 

P 

0 

Day  1 

0 

Day  7 

Q 

.048  \ 

.195/ 

/  Day  1 

.038 

Day  7 

R 

.038 

S 

0 

T 

.070 

U 

.094 

V 

0 

.034*** 

w 

.220 

Day  1 

.200 

Day  6 

*  00  reading  below  standard  baseline  of  graph  and,  therefore,  cons'dered 

as  0  ng/rnl  of  endotoxin. 

**  dialysate 
***  pleural  fluid 


Conclusions:  The  limulus  lysate  assay  is  a  sensitive  test  for  the  detection  of 
endotoxin  in  body  fluids.  Mo  further  research  is  needed.  This  assay  should  now 
be  done  in  the  Department  of  Pathology  Clinical  Laboratory  in  direct  support  of 
patient  care . 


Diite:  8  Oct  1980 _ llVclocuI  1903 _ |aaUis:(  Tni^^riin  ) 

^  ^  ^  ^  ^  _ _ 

T'.:ic  Oi.  i  rojec;.:  Evaluation  ot  sodium  stibogluconate  (PentostamTT^n  the  treatment 

of  cutaneous  leishmaniasis 


I  ih.'(>tv)CuI  1903 


Kstimii 


Principal InvesMgator:  Charles  fl.  Oster,  M.D.,  MAJ  MC 


Associate  Investigators:  ,  .  Facility:  _ _ 

Edmund  C.  framont,  MD,  LTC(P)MC  WRAMC 

Craig  J.  Canfield,  MD.  COL  MC  - - 

Larry  D.  Hendricks ,  Pli.O.,  MAJ  MSC  Oepr/Svc  ,,  ...  ,,  , 

Cnaries  Pamolm,  fl6,  mAj  MC  ^  Medicine/infectious  Disease 

.ilnffrey-E  __Qu.a.ay-^liD^  -  LIC_  M.C _ 

KeyV/orcls: 

Leishmaniasis;  pentavalent  antimony 


Accurruij'itiV'';  .Elupply 
Cost;  $4,000.00 


Accuniulative  hlFDCAoL; 
Cost:  0 

Accutnulritive  Cent r; i.et 
Cost:  0 

Study  Objective:  (a)  To  evaluate  the  efficacy  of  different  regimens  of  sodium 
stibogluconate  (Pentostam)  for  the  treatment  of  cutaneous  leishmaniasis. 

(b)  To  observe  for  long  term  so.-ui.-’l ao  of  ''eishmaniasis  and  its 
treatment  ir  military  personnel  . 


Technical  .■  pproach;  Urichanood 


Progress  during  FY-30;  10  patients  with  leishmaniasis  were  seen  during  the  period 
1  Oct  79  to  30  Sep  30.  Three  had  been  previously  treated  at  WRAMC  and  were  re¬ 
admitted  foi  ti  oatment  of  rncurfont  dis.'.-ase;  one  was  treated  with  a  fourth  course- 
Pf  sodium  stibogluconate  anp^ir^nf  rp’ialiLt-in.n ;  thp  gprnnH  -..tj  g 

of  sv.'uiects  to  bo  .stuclioO  liefuro  cor.rp'oiio'v  of  .shulv: 


.'I  io';  in 


Cor.clusicns: 


See  fol 'lowing  sheet 


Pnb'-icatlon'^  or  Al.sstrr.cf:-:,  Fr-f'O;  Chulay  JD,  Traront  EC,  Hendricks,  LD,  Takafuji  E. 
Clinical  ra  "’i  festa  ti  ons  of  cutaneous  leishmaniasis,  .‘''j'''uscript  in  pren.arati  on  . 


Progress  during  FY-80:(Continued)Amphotericin-B,  one  gran  total  dose,  but  still 
had  positive  post-treatment  cultures;  the  third  had  continued  disease  involving 
skin  graft  sites  on  an  old  burn  wound.  He  had  had  three  courses  of  sodium 
stibogluconate  andoverthree  grans  of  amphoterici n-B  previously;  therefore  he 
was  treated  with  local  heat  therapy  with  improvement. 

Two  patients  were  treated  previously  elsewhere,  one  in  Panama,  and  the  other 
in  Colombia.  The  first  was  retreated  at  VJRAMC  using  the  standard  regimen  of 
sodium  stibogluconate.  The  second,  a  civilian  Peace  Corps  volunteer  was  referred 
to  the  National  Institutes  of  Health  for  treatment. 

The  remaining  six  patients  v/ere  enrolled  in  the  experimental  limb  of  the 
protocol.  Tv/o  were  treated  in  Group  A  (600  mg  I. V. once  a  day  for  10  doses), 
three  in  Group  B  (600  mg  I.V.  loading  dose  followed  by  a  continuous  I.V.  infusion 
of  600  mg  per  day  for  9  days),  and  one  in  Group  C  (600  mg  I.V.  loading  dose  followed 
by  200  mg  I.V.  every  eight  hours  for  27  doses'.  All  healed  after  their  treatment; 
however,  since  the  follow-up  period  has  been  short,  it  is  premature  to  consider 
these  patients  cured. 

Sodium  stibogluconate  has  been  well  tolerated  by  all  patients.  We  have  not 
had  to  curtail  its  administration  due  to  a.n  adverse  reaction.  Side  effects, 
including  headache  (1  patient),  chest  pain  (1  patient),  and  paresthesias  (1  patient), 
v/ere  minor  and  transient. 

Concl usions :  It  is  clear  that  sodium  stibogluconate  is  effective  for  the  treatment 
of  cutaneous  leishmaniasis.  However,  25-30'T  of  the  patients  treated  at  WRAMC 
have  not  been  cured  with  the  initial  ten  day  course,  and  there  is  no  apparent 
difference,  at  this  time,  in  the  failure  rate  of  the  experimental  treatment 
groups.  Our  data  suggests  that  higher  dose  or  longer  treatment  regimens  using 
sodium  stibogluconate  will  be  required. 

Work  Unit  No.:  1908 

Funds  Utilized,  FY-80:  $2,000.00 

Funding  Requirements,  FY-81 :  $2,000.00 

Personnel :  None 

Equipment :  None 

Suppl ies :  $1,500.00 


Travel :  $500.00 


I'V'^toCol  Mo;  ^ 


Title  of  Project:  iraiunological  evaluation  of  patients  v/ith 
cutaneous  leishmaniasis 


Statui  •. 


xm-xx 


Staxiiu'a  Date:  21  Fsb  1978 


iBstimatcd  Coasuletioii  Date:  30  Sep  1981 


Principal luvestigaior:  Charles  H.  Oster,  M.D.,  flAJ  HC 


Associtiis  Investigators:  Facility;  MRAMC 

FranKiin  AT  Neva,  H.D.,  NIH 

Eskild  A.  Petersen,  M.D.,  NIH.  - 

Edmund  C  Tramont,  HD.  CTCtP  HC  Den</Svc  Modici ne/Infactious  Disease 
Jerirey  D.  Chulay,  H.D,,  ETC  MC 


Key  Words :  Lais hma niasis/immunolo gy/1  ynipiiocy te 


Accumulative  XLEDCASE 
Cost: 


Accumulative  Contract 
Cost; 


Accumulative  Supply 
Cost:  $5,000.00 


Porh/dic  Tfexae'-v  Rs.r.Otr;:  _ 

(to  bo  iiUucl  in  by  DGi) 


Study  Objective:  To  study  the  antigen-specific  an.'.l  nonspecific  humoral  and  cellular 
immune  responses  in  patients  with  cutaneous  leish.u.u!' iasis  . 


Techaical  Approach;  No  change  in  this  fiscal  year. 


Progre.-is  during  FY-SO;  In  vitro  cellular  iim.'une  responses  of  eight  patients  were 
studi'ed  in  FYSO.  One  patient  was  studied  twice.  7/8  patients  responded  to 
leishmanial  antigens  in  vitro,  with  lymphocyte  transformation  responses  4-56 


r  of  s’.'JPiaots  to  bo  studied  before  completion  of 


£eriou.s/u!:e;cpectcd  side  effects  in  subjects  pau-ticipatiug  i:i  project: 


Ca.iCi.ijicn^.  [.iggL  patients  with  cutaneou:.  leishmaniasis  develop  antigen  specific 
cell  mediated  immunity,  as  documented  by  in  vitro  lymphocyte  responses.  7hi.s 
responsiveness  may  prove  useful  as  an  acjiincti'  ■■  hingnov--',  The  poor 

Puobc'.'u *:  or  Ai.^str.icts,  I'\— oO;  L'Qng  (Cont  d/ 


4 


f 


Protocol  No:  1909 


Progress  during  FY-80:  (Cont'd)  times  control  levels.  The  eighth  patient  had 
levels  only  1. 3-2.0  times  control;  this  patient  has  continued 
active  disease  despite  three  coursesof  sodium  stibogluconate  and  over  3  grams 
of  amphotericin  B.  The  other  patient  who  is  unresponsive  to  therapy  (two  courses 
of  sodium  stibogluconate  and  one  gram  of  amphotericin  B)  has  the  next  lowest  in 
vitro  lymphocyte  responses,  ranging  1-4.6  times  control.  The  other  patients  who 
responded  to  therapy  had  responses  9-56  times  control.  These  data  are  provocative 
and  suggest  that  immunodeficiency  may  be  contributing  to  these  two  patients  pro¬ 
longed,  unresponsive  disease. 

Passage  of  the  peripheral  blood  mononuclear  cells  (PBM)  over  nylon  v;ool  colurnnr, 
abolished  the  antigen-induced  transformation  of  lymphocytes  of  all  patients, 
suggesting  a  role  for  macrophages  in  antigen-processing  or  presentation.  Culture 
of  the  PBM's  in  the  presence  of  i ndumethaci n  nad  no  effect  on  the  transformation 
responses  of  five  of  eight  of  these  patienis.  One  patient's  response  decreased, 
and  two  patient's  responses  increased  with  .;methacin.  One  of  these  latter 
patients  was  a  poor  responder  initially.  With  indomethacin  his  responses  were 
30  times  control  levels,  suggesting  the  possibility  of  a  prostaglandin-mediated 
suppression . 


Concl usions :  (Cont'd)  responsiveness  of  lymphocytes  from  two  patients  with 
recalcitrant  disease  suggests  that  an  immunodeficiency  may  prevent  resolution 
of  leishmaniasis.  These  interesting  preliminary  findings  will  be  pursued. 

Funds  Utilized,  FY-8Q:  $3,000.00 

Funding  Requirements,  FY-81 :  $5,000.00 

Equi pment :  Multiple-channel  automated  sample  harvester  $1,500.00 

Suppl ies :  $3,000.00 


Travel :  $500.00 


Protocol  No:  IVll 


Sto'.us:  Inter  ini  x 


D ’tO‘  •'  Oc'.-.'ber  19S0 


_  ,  _  •  t  1 _ Hnal  . 

Piule  01  Projecu: 

In  Vitro  Inhibitory  Activity  ot  a  Series  ot  ?-Acety Ipyr idine  thiosemlcarbazones 


Stni'tiGir  D.ate;  07  Fvh  7Q  iSstimated  Completion  Date:  Oct  81 


Principal  Investigator:  Arthur  Dobek,  Ph.D. 


Associate  Investigators: 


Edmund  Trarnont,  M.D.,  LTC  MC 
Daniel  Kir- '/man,  Pli.D. 


Key  V/orcls: 


Facility:  Walter  Reed  Army  Medical  Center  ' 
Dept/Svc  of  Clinical  Invest  igacii 


N'.trnb-r  of  s’-ibiscts  to  be  .stxrliecl  before  ccmoletion  of  stndv 


Sorions/unercpected  side  effects  in  subjects  participating  in  project: 


Conclusions;  'ill  i  rty  adi.l  i  r  i  on.a  1  compounds  of  v.irio'.:s  chemical  struct:j,e  have  become 
availa'sle  for  testing.  The  major  er.pliasis  will  f.e  cn  fi  dine  potential  inhiljitorf 


f.ir  rh.-. 


le  enteric  -and  Pseudomonas  bacilli 


Publications  nr  Abciracis,  FN-SO: 


9  October  198o 


‘’TbnicQl  VPT'oach  -  (Concinuat  ton)  :  SKlehc- 
t  spp.,  1  Escherichf.  '  Enterobac^  spp .  , 

5  Neisseria  menir'-i  ^ (invasive),  5  Proteus 


Progress  durir,g  fY-80  (Continuation):  ... 

in  the  MIG  range  of  0.125  to  0  5  u  /  J  k"  - “as  inhibited 

iacjeiLl  ofo2rtoTo^"^;’ ^ 

been  published  "  gram-negat  ...-e  ba^nii  lb  . 

-J  J  11.  These  data  have 


Publications  or  Abstracts,  FY-gO; 


1*  Dobek,  Arthur  n  vi 


- 

‘^erylpyridine  thi 

led):  27-36,  (  1980) 
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DxVj 


9  Qctobs'^  1930 


!^'ro^.>c•ol  No;  T9l2 


Statiis:  Ti'-^orirn 


Title  of  Project;  Determination  of  vancomycin  levels  in  climca-'^ 


-U-illiliLl 


samples  using  high  pressure  liquid  chrome togrephy  (HPLC) 


StaxtlUi;  27  March  1979 _ bstinTgLccl  Ccn>;jletlort  D:::o:  30  Sep  80 

Principal  Investigator:  Charles  H.  Oster.  M.D. 


Associate  Investigators; 

Rudolfo  Bongiovanni,  CRT  MSC 
Edmund  C.  Tramont,  MD  LTC(P)HC 


Facility;  URAMC 


Dept/Svc  Medicine/Infsctiojs  Disease 


Key  V/orcls; 


Vancomyci n/antibiot i c  assay 


Accumuiativa  P.LEDCASE 
Cost: _ 

FY~S0  MEDCAPE  Cost; 


.Vccumiilative  Contract 
C  u  .s  t ; 


Accumalaxive  Supply 
•  Cost:  $12,000.00 


Periodic  I’e*  i'.;  Pesc’ts; 
(to  be  iilifcu  .'ll  by  DGi) 


•Study  Objective:  1.  To  discover  the  liquid  chroma tocrachic  charac'sri sti rs  of 
vancomycin. 

2.  To  develop  a  rapid  assay  for  vancomycin  in  cl'inical  samples 

uing  KPLC. 


Technic.'d  Approach;  There  have  been  no  changes  in  the  technical  approach  in 
the  fiscal  year 


I 


Progress  during  Fl'-SO.  The  technical  aspects  of  sample  preparation  and  chromato¬ 
graphy  were  described  in  the  FY-79  report. 

Further  studies  v/ere  designed  to  develop  an  internal  standard  and  to  determine 
if  cc — ^onl  V  used  clinical  r)har''.::ceutical  s  wo'.i'’'  'Cterfere  with  this  assay,  (Co  ii  t '  rl ; 

Kumber  of  .‘.'.ubiects  to  be  studied  befoce  coTpriletion  of  shidv.  0  _ 

Sei’ioi.s,7u.ne;cpected  side  effects  in  .subjects  pru-ticipnting  in  project; 


ConcVcsicns;  The  first  objective,  defining  vancomycin's  liFLC  characteristics,  has 
been  achieved.  However,  limited  availability  of  HPLC  time  prevented  further 
assess’^ent  of  this  assay  method  for  vancom’/cin  in  clinical  samoles.  This  technique 

Publicnb.-ns  or  Al)sf,-;:u;';s,  FY-oO;  "cCl ain  JC'.,  Bongiovanni  R.  (-cnt'nued/ 

Cuanti tapion  of  vancomycin  by  high  pressure  liquid  chromategraphy.  fianuscript  in 
D re 0-1 -'a  u. on. 
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Work  Unit  ^1912 


Progress  during  FY-80;  (Continued).  Unfortunately,  we  were  unable  to  secure  access 
to  the  HPLC  equipment,  and  work  on  this  project  v/as  necessarily  curtailed. 


Conclusions:  (Continued)  (HPLC)  is  potentially  extremely  useful,  not  only  for  the 
rapid  assay  of  vancomycin,  but  also  for  other  antibiotics.  Strong  consideration 
must  be  given  to  allocating  more  access  to  HPLC  equipment  for  this  work. 

Funds  Utilized.  FY-80:  #1,000.00 

Funding  Requirements,  FY-81 :  0 


Personnel :  None 

equipment:  ..’one 

Supplies:  None 

k 

Travel ;  None 
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D  itf;:13  Octobgr  1930 _ jl^-oi-or  il  No:  1913 _ _ Ti:‘CL-’.nt  ) 

,  .  ^  .  _ Fiiial 

Title  oi  i  icj-et:  Laboratory  Investigation  of  New  Antibiotics 


rib.-otof-.l  No;  1913 


Sinxtlr.^' D:;te:  January  1930  lE^stimateil  Coiii;)I.etlon  Dute:  January  1  933 _ 

Priiiclp;il  lavestigaior;  Charles  N.  Oster,  HAJ  MC ;  Alan  S.  Cross,  LTC  MC 

A.ssociiie  Investigators:  Edmund  C.  Facility;  WRAMC 

Tramont,  MD:  Arthur  S.  Dobek,  Ph.D.; 

John  F.  Keiser,  MD;  Dennis  Kop9cko,PhD;  - 

P>onald  K.  Porpatich,  M.S.  Dept/Svc  tiedicins/infectious  Disease  Svc 

KeyV/ords:  Antibiotics/Bacterial  susceptibil  ity/resistance  mechanisms 


Accumulative  r.LEDCASE 
Cost:  0 _ 

FY-SO  r.IFDCASE  Cos?:  ^ 


Accumulative  Contract 
Coct;  0 


Accumulative  Supply 
Cost;  $5,000.00 


:  Periodic  Iteview  Results; 
I  (to  lie  filled  in  by  DCI) 


Study  Objective:  1.  To  investigate  the  in  vitro  antibacterial  activities  of  new 
antibiotics  acjainst  b-icteria  isolated  from  patients  at  HRAMC. 

2.  io  investigate  the  mec'nartisms  of  bacterial  antibiotic  resistance, 


Technical  Approaca:  In  vitro  antibacterial  activities  of  antibiotics  are  determined 
using  standard  agar -rlil  nt  ion  l.eciin  iqiies  . 


Pi-cgrsss  diuring  FY-00:  In  vitro  antibacterial  activities  of  the  investi  aationa"! 
drugs  piperacillin  (P),  cefotaxine  (H),  moxalactam  (L),  and  cefoperazone  (I)  were 
determined  for  tv/o  collections  of  bacterial  isolates.  One  collection  was  a  series 
0 f  recent  consecutive  isolates  from  HRAMC 's  Clinical  Microbioloov  Lahoratorv. _ Tiie  ( 

Number  <•■1  subjects  io  be  .^budiod  iiefoco  conipleiio-i  :n'\ii ly:  ilone _ . 

SGidor.^/'iui'ie;cpected  side  effects  in  subjeers  |l•.u•livipati■.l'.•,  in  project: 

N/A 

"conc'-.isioi’j?.:  Only  cefoperazone  and  piperacillin,  of  the  new  antibiotics  i  nvesti  gat 
have  sufficient  in  vitro  activity  against  antibiotic-resistant  Pseudomonas  to  be 
potentially  useful  clinically.  Cefotaxime  and  moxalactam  have  good  activity  aqainsl 

Pnblicn.Mon.-.  or  Ab.'-d.iMc'.o.  Fi  hO:  in  Vitro  Activity  of  Cefotaxine,  Moxalactam, 
Cefoperazone,  and  Piperacillin  against  multiply  antibiotic  resistant  Gram-negative  1 


(font' 

bactCT  1 


'I 


Protocol  flo .  1913 


Progress  during  FY-80:  (Cont'd):  second  collection  v^as  a  group  of  antibiotic- 
resistant  gram-negative  bacteria  gathered  at  WRAMC  over  the  last  several  years. 
Sensitivity  of  these  bacteria  to  carbenicillin  (CB),  gentamicin  (G),  tobramycin  (M) 
and  amikacin  (A)  were  also  determined  for  comparison  with  the  investigational  anti¬ 
biotics  . 

Consecutive  recent  bacterial  isolates 

f^^J^,t)er  Percent  Susceptible _ 


Isol ates 

H 

L 

I 

P 

CB 

G 

N 

A 

Escherichia  coli 

124 

98 

77 

99 

98 

73 

97 

98 

100 

K1 ebsi el la-Enterobacter 

97 

100 

91 

94 

92 

44 

93 

92 

99 

Proteus  species 

93 

97 

92 

100 

93 

78 

35 

94 

99 

Pseudomonas  aeruginosa 

122 

84 

84 

93 

98 

52 

63 

90 

93 

Antibiotic- 

-resistant  bacteria 

Number 

Percent  Suscept 

ible 

Isolates 

H 

L  I  P 

CB 

G 

N 

A 

Escherichi a 

col  i 

98 

100 

99  100  91 

53 

89 

85 

99 

K1 ebsi el  1  a- 

Enterobacter 

74 

95 

99  84  26 

12 

16 

12 

91 

Pseudomonas 

aeruginosa 

102 

59 

53  94  93 

35 

17 

39 

92 

Cone! usions :  (Cont'd)  :Enterobacteriaceae,  but  are  less  active  against  Pseudomonas . 


Publications  or  Abstracts,  FY-80 : (Cont'd) :  C.N.  Oster,  A.S.  Dobek,  A.S.  Cross, 
E.C.  Tramont.  Submitted  to  ASM  Annual  Meeting,  March  1981. 


Funds  Utilized,  FY-30;  $6,000.00 


Media  $1,000.00 
Disposable  plastic  ware  3,500.00 
Other  consumables  2,500.00 
Travel,  publications  500.00 


Cii.  i 


D;.te: 


27  Occobor  T93Q 


Protocol  No:  2000 


o.i  the  Kaleast 


:  Literirg  x 
Finol 


^  i  - 


^;'.5  Etfctts  ot  Jastric  Su 
of  Pancreatic  Polypeptide 


S:aa~tla^:;  Data:  1070 


jSstimatscI  Complalioti  Date: 


d..p.aa 


Principal  Investigator; 


John  Harnon 


Associata  Investigators: 
Lavrence  Johnson  MD 
Richard  Eirata  MD 

Ian  Taylor  MD 


Kev  V/ords: 


Facilityiy^^ter  Reed  Artiy  Medical  Center 


Dapt/Svc  Surgery 


Pancreatic  polypeptide,  ulcer,  hormone 


Accumulati'/e  I.IEDCASE 
Cost; 

Accumnlative  Supply 
Cost: 

FY-SO  r.lEDC.;V3E  Cost: 

Periodic  Re 
(to  be  fills 

:vlew  Results: 

d  in  by  DCI) 

Study  Objective; 


To  determir.e  the  roles  of  the  vagus  ne-  ve  and  the  antrum  of  the  stomach  in  the; 
release  of  pancreatic  polypeptide  into  the  blu.  trom  thic  pancreas 


Technical  .Approach; 

To  compare  meal  stimulated  serum  pancreatic  polypeptide  va!l.ues  in  patients 
before  end  after  surgery  on  t  lie  stonarh 


Progress  clttring  FY-30: 

Serum  samples  v;ere  collected  from  15  patients  in  anticipation  of  surgery.  Tliirt-n  :; 
patients  have  had  surgery  of  v;hom  3  have  had  repeat  collection  of  serum  samples. 

The  samples  were  sent  to  LA  for  measurement  of  serum  pancreatic  polypeptide  in  Apr  fiO 

N'-'.-r.her  of  s’-'bief::s  to  he  .studied  be f rire_c^nc nlefion  of  shvly: _ _ 

Strious/une.'cpected  side  eEi'ects  in  subjects  participating  in  project; 


Conclusions; 

Satisfnero-y  progre.ss  has  bee;;  r.ade  in  ccVlcct  ino  .specimens.  M:  ur[e>:pr;r.!;r;ci  proli 
have  arisen.  The  protocol  has  not  interfered  significantly  \»it'ri  patir-ri’:  care. 

Pub]ication.s  or  Abstract’s,  FY-30; 


FaNDING  REQUIREMENTS 
CLINICAL  IN  VESTIGATION  PROGRAIM 


): ,  I  UNIT  NO. :  ^oqo  {tITI.E:  Use  of  Co-Polvner  as  a  Ea,ttl,ce  for  t’ne  Grov.’^h  of 


PRINCIPAL  IN'k'ESTIGATOR : 


Q^t  Har  HP  fJ 


DAP-^: 
AV/r;  A; 


;ment 

or 

PENSE _ 

-  1200  Personnel; 


OOO  Travel; 


Mission 


Conference 


Patient 


FY 

FY 

81 

82 

REMARKS 

D.ue:  27  0.:  ,-c  -  ioug  ilA-OL^eoi  l.O:  2003 

Status: 

Interim  x 

iiAv  of  Projec;,,  3  Lattice  ■  or  the  Grov': 

of  Noogut  ! 

1 

i'in'.d 

n 

Sraurting' D:tte:  -,£,an  SstimaiecZ  ComDletion  Date: 

_ Mamh- 

198Z 

Principal  Investigator:  ^  ,  tf  u  T-r>  '^  -  Mr 

®  John  W.  Hannon,  LTC  •  r(C 

Associate  Iiiysstigators: 
Uilliaa  Berry  CPT  MC. 
Keich  Lilleraoe  CPT  MC 


Facility:  Walter  Reed  Institute  of  Research 


Depc/Svc  Division  of  Surgery 


Key  Words: 


Snail  intestine,  surgery- 


Accuinulative  .AIE'DCASE 

1  AccuiuuLative  Contract 

1  Accumulative  Supply 

■  t. .  1 

1  Cost; 

Cost: 

1 

FY-SO  l.LEDCASF  Cost:  j 

1  Peiiocdc  l.t-c 

.’Aew  Results; 

(to  bo  filled  in  by  DCI) 

::x!dy  Objac-tive: 

To  investigate  cothods  of  expanding  the  surface  area  of  the  snal'.  hovel  i-ucosa 


'j  cc'imical  Approach: 

Rabbits  are  ntudieU,  Animal  Surgery  is  performed  on  the  ileum 


'■t-pre.s.-;  (J ’.iring  i  X -SO: 

Dacron  and  dexon  polymer  have  been  studio-::  vlti-.  alnil-i-v  e  nit-. 


ui'  c-.-'  .-'nbi-cv;  to  ]/.:  ;;lndiec(  belors  completion  of 


-none  - 


•’.s/  side  offccto  in  subjects  pttrMcip'ating  in  project: 


.•  w  o  I.  tl  ^ 


C-urrcntly  a-atoger.ous  muscle  grafts  seen  to  be  ;i  superio:'  1  :  r  ;:.' ,  as  -compared 

i  tb  f  or  e  i  gn  m a  1  e  r  i  a  L , 

■j  hK.us  or  Abstr. .  FY-SO: 

^Sur.aical  .Forum  ,  30:;>$5-Jy  {979^  ■  -  . 


fu2:dimg  iiequii:ements 
CIINIC.A  L  IN  VKS'nGA'nOX  i>j?oghaa: 


' '■  - J  T  NO.  TITIJ-:: 


Thp  F.ffpr's  of  Or-rri.C- 
Pancre':tic  Polypeptide 


L>i!rL;cTr.\ L  investigator  : 


John  W  HarTton 


\S£ 


-  12G0  Personnel; 


y>  Tra.vel: 


Alission 


.  Ci;.. Terence 


Patient 


j  Rental  Equip; 


Printinc  and 


ReproducSon: 


Contractual  Sve 


Lab  Contracts 


FT  ■  I 
81  ■  '  1 

FY 

82 

i 

1 

\  i 

None  ‘  j 

None 

REMARKS 


•  Freight  transport  of  sped- ,ens 


ilork  Unit  Nuriiber: 


2106 


Title  of  Piojoct;  Manugciacnt  of  the  Uenodynaniicaliy  iilgnifinant , 
Asymptomatic  Carotid  Bruit 

Investigators: 


Principal:  hTC  G.  Patrick  Clagett 

Msociates:  COL  George  J.  Collins,  Jr. 

C0(.  Norman  M.  Rich 
l.'i'C  James  M.  Salarider 
MAJ  Michael  J.  Spebar 

Obj ectives :  I'l)  To  determine  the  most  a.^ipropriate  management  of  patients 
with  asymptomatic,  hemodynanical  ly  significant  carotid  bruit.s, 
(2)  To  dcterr.iine  the  r.aturai  history  of  asymptomatic  extra¬ 
cranial  vascular  disease;  lU)  To  determine  the  role  of  non- 
invasive  diagnostic  tectoiques  in  the  management  of  patients 
with  as>'Tnptomatic  extracranial  vascular  disease. 

Technical  Approach:  Consenting  patients  who  are  as>'mptomatic  for  cerebro¬ 
vascular  disease  who  have  hemodynamically  significant 
carotid  stenoses  (as  determined  by  non-invasive  studies; 
are  eligible  for  randomization  into  two  groups.  Patient 
ineligible  fc  candomization  include  those  who  have  ]iad 
carotid  endarterectomy  on  the  side  in  question,  those 
judged  too  frail  to  undergo  carotid  endarterectomy,  and 
those  who  don’t  conscni.  Patients  randomized  into  l.he 
surgical  group  will  undergo  arteriography  and  carotid 
endarterectomy  if  an  operable  lesion  is  found.  Patient:, 
randomised  into  the  second  group  will  be  treated  with 
aspirin,  650  ng  twice  daily,  and  followed  closely  (every 
5  moi!ths).  1:  pati  in  A  v  sreord  gr  up  dnv;]r-p 

syiitpto.ms ,  they  wili  ri.cn  unoergo  artericgrapiiy  ana  carol. 
endarterectomy . 

Progress  and  Results:  Since  initiating  this  project,  22  patients  have  been 

identified  with  he.'nodynamically  asymptomatic  carotid 
bruits.  Of  tl'.ese,  14  liavs  consented  to  join  the  .atuo,. 
and  S  have  refused.  Of  those  who  have  entered,  8  liave 
been  randomized  into  the  aspirin  group  and  6  have  been 
allocated  to  the  surgical  treatment  group.  The  me, an 
follow-up  period  ror  all  patients  entered  i.s  10  month 
In  the  aspirin  group,  there  ’.vas  one  death  from  a  sanh 
cause.  Two  patients  in  the  aspirin  treatment  group 
developed  symptoms.  The  first  patient  developad  noii- 
focal  global  symptor.is  of  screbro .'ascular  insiiff i  ci  cnc; 

•  manifested  by  d_i3zju:.ews  and  disequilibrium.  This 


technically  was  considered  a  failure  of  aspiring  therap)' 
and  the  patient  underwent  a3rr>riograr'''.y  which  demonstra¬ 
ted  two  critical  stenoses,  one  at  the  carotid  bifurcation 
and  one  in  the  siphon  region.  Because  of  the  tandem 
lesions,  the  latt  of  which  was  not  amenable  to  surgi¬ 
cal  therapy,  the  patient  was  considered  inoperable.  The 
second  aspirin  failure,  patient  developed  amaurosis  fugax 
and  underwent  arteriography  which  demonstrated  a  tight 
stenosis  of  the  internal  carotid  artery  which  was  recon¬ 
structed  with  a  carotid  endarterectomy.  His  course  and 
follow-up  have  been  xineventful. 

Of  the  6  patients  ali  'cated  l;o  the  surgica]  group,  4  have 
undergone  uneventful  prophylactic  carotid  endai terectomies . 
One  of  these  patients  died  in  the  follow-up  period  becau.se 
of  complications  of  another  vascular  procedure.  Tlie  re¬ 
maining  three  patients  have  had  uneventful  follow-up  fol¬ 
lowing  carotid  endarterectomy.  One  patient  developed 
anaphylaxis  and  a  subsequent  myocardial  infarction  during 
angiography.  At  present,  he  is  considered  too  poor  an 
operative  risk  and  is  being  followed  by  medical  therapy. 

The  final  patient  in  the  surgical  group  has  steadfastly 
refused  arteriography  after  being  allocated  to  the  surgi¬ 
cal  group.  She  also  is  being  followed  on  medical  therapy. 
The  8  patients  who  refused  entrance  into  the  study  com¬ 
prise  any  interesting  group  from  which  valuable  information 
may  be  obtained.  All  of  these  patients  declined  entrance 
into  the  study  because  they  did  not  want  to  have  a  50°3 
chance  of  having  surgery.  All  of  these  patients  have  been 
followed  on  aspirin  therapy.  One  of  these  patients  develop¬ 
ed  a  mild  stroke  and  underwent  arteriography  and  operation 
which  demonstrated  an  occluded  internal  carotid  artery  which 
could  not  be  reopened.  Another  patient,  although  remaining 
asymptomatic,  was  seen  at  another  hospital  and  underwent 
bilateral  carotid  endarterectomies  there. 

Conclusion:  .As  with  the  annual  report  last  year,  the  number  of  patients  is  too 
small  and  the  follow-up  period  too  brief  to  draw  firm  conclusions. 

The  study  will  have  to  be  continued  for  another  2-3  years  to  reach 
meaningful  conclusions. 

Funding  Requirements:  None . 


Publications:  None. 


n  ■->  7 

0  c  I 


Interim. 


1 


n  w'  r  u . .  ^ 


Title  of  Project:  Ltiologic  Kactors  for  Reciirrent  Carotid  Stenosis 

Investigators : 

Principal:  LTC  G.  Patrick  Clagett 

COL  Norman  Rich 

Associates:  LTC  George  J.  Collins,  Jr. 

LTC  James  M.  Salander 
MAJ  Michael  Spebar 
M.'\J  iV  .jii.arn  L.  TJcLleman 
Ll'C  S..lverio  Cabellon 

Objectives :  (1)  To  rioierrniiie  risk  factors  for  the  development  of  recurrent 

carotid  stenosis  follov/ing  successful  carotid  endarterectomy 

Technical  Approach.  .'y,i;ieni.s  with  surgically  or  angi.  graphically  proven 

cai'otid  restenosis  comprise  the  study  group.  These  patients 
are  ago  and  sex  matched  with  pati  ent.s  'whu  underwent  caroti.d 
endarterectomy  during  the  same  year.  Tne  second  group  of 
patients  comprises  the  control  group.  On  all  patients, 
the  follo'.'ing  infov.mation  is  obtv 'ned:  syriproms  and  otiier 
indications  mandating  first  procedure,  angiographic  findings, 
operative  details,  immediate  postoperative  morbidity  and 
mortality,  histopa.thologic  findings,  and  presence  of  ather¬ 
osclerotic  risk  factor.s.  In  addition  to  these  data,  study 
patients  and  control  patients  will  have  blood  drawn  for 
Jctcxru nation  of  cholesterol  and  triglyceride  levels  as  well 
lipid  fractionation  studies  to  determine  the  relative  amounts 
of  liDL,  LOL  and  VLDL  cholesterol.  Furthermore,  both  groups 
of  patients  will  undergo  threshold  dose  response  platelet 
aggregometry  to  AD?  epinephrine -and  collagen. 

r' 

Progress  .gesuits'.  To  date,  25  patients  In.ve  been  isontuscd  witn  rccuri’.i:'. 

caroiv'd  stenosis  following  suc'.e.ssful  carotid  end.-irterectoiTon 
Ten  patients  with  restenosis  liave  been  matched  with  control 
patients  and  all  have  had  their  studies  completed.  The 
data  have  not  been  analysed.  V.'e  are  waiting  from  complete 
foilow-up  on  all  patients  witit  carotid  :'cstenosis,  a,',  well 
the  necessity  for  finding  matched  controls  for  these  patients. 
It  is  anticipated  that  one  more  year  of  surgery  will  be 
nece.ssary  to  meet  these  requirements  and  complete  the  study. 

Conclusions:  The  .sti  Jy  is  incomplete  and  no  definite  cone,  lu.sions  car.  ce  drewn. 

The  one  striking  finding  that  ha'-  surfaced  .i ::  t’act  pr'-'oter  than 
SO'',  of  li;.'  pat. Lents  with  luu’otid  i  .ostc"  .isi i,;'.vc  bceri  f.nclcs.  lie - 
cause  i.iij.  j  docs  not  parallel  the  i.vtio  -I  m.jlc  to  :;er,:ale  (4:1)  iii 


our  population  undergoing  carotid  :indarte/actomy,  sex  difference 
appears  to  be  an  obvious  etiologic  factor  for  carotid  restenosis. 


Funding  Requirements:  There  have  been  no  funding  requirernents .  The  clinical 

laboratory  has  performed  the  lipid  determinations  and  Dr. 
George  J.  Collins'  laboratory  has  performed  the  platelet 
aggregoraetry. 

Publications:  None 
Type  of  Report:  Interim. 


d»  ut«  of  tSi»  fd/n>,  too  AR  340-15,  tK#  prsponont  o;«n:y  it  TACCEN- 


hC£  office  StmML 
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C,  Clinicui  Investigation 


Work  Unit  #2110 

Protocol;  Participation  of  the  Reticu  j  oendothe]  i  a.l 
Syste.ti  ir.  Shortening  Platelet  Survival 


FROM  DATE 

Acting  C,  Per  Vas  Surg  Svc  15  Jan  19&1 


1.  The  protocol.  Participation  of  the-  Reticuloendothelial  System  in  Shortening 
Platelet  Survival,  has  been  withdrawn  from  those  supported  by  the  Clinical 
Investigation  Service.  This  protocol  is  now  being  carried  out  in  the  Division 
of  Surgery  at  Walter  Reed  Army  Institute  of  Research  with  support  from  OMA  funds 

2.  This  protocol  involved  no  human  subjects. 


G.  PAlklCK  CLAGETT,  hhlJ. 
LTC,  MC,  USA 


uaust-  1 930 


Pi'orocoi  : 


of -Project: 

CLif.lCAL-QUANTiFICATIOM  OF  INTRAOCULAR  RALIGMANT  MELAN0:.',A  VOLU.'-^E 


In!  criri 


rinol  XX 


KcyWoicls:  Ultrasound,  Intraocular  Tumor,  Malignant  Melanoma 


AccnmuJative  I^IEDCASE 
Cost;  Unknown 


FY-SO  MEDCASS  Cost 


Accumulative  Contcac-t 
Cost:  None 


Accumiilative  Supply 
Cost;  Mens 


I  Periodic  .Re^^is\v  Result: 
(to  be  filled  ir  by  DCX) 


Study  Objective;  Please  see  attached  abstract  f-on  ARVO.  1980,  Orlando,  Florida, 
The  following  abstract  was  presented  at  the  Annuat  Association  in  Research  and 
Vision  in  Ophthalmology  meeting,  Orlando,  Florica,  4  May  -  9  May  1980. 


Technical  Approacli; 
See  above 


Progress  dia'ing  FY-80: 
See  above 


Coudubions: 

See  above 

Publication.s  or  Abstracts,  FY-SO:  See  above 


ultrasg:;ographic  measurement  of 

CHOROIDAL  MELANOMA 

Kenyon  K.  Kramer,  M.D. 

Walter  Reed  Army  Medical  Center 
Washington,  D.C. 


The  size  of  choroidal  malignant  melanomas  continues  to  be  important 
clinically,  influencing  managment  in  many  cases.  Nineteen  melanomas  have 
been  measured  in  three  dimensions  with  ultrasound  in  vivo  and  the  results 
compared  to  h istopathology  dimensions.  Both  the  "Coleman"  apparatus  and 
the  Bronson  Turner  were  used.  The  height  measurements  were  the  most 
accurate  but  one  tumor  was  overestimated  by  3.5  mm  and  one  underestimated 
by  2.5  mm.  lurnor  base  size  estir'a fes  showed  c jusidereb ly  more  scatter. 
Lesions  posir'rior  To  the  equator  v.are  generally  overestimated.  (One  tumor 
by  7  mm  by  one  meihod.)  Tumors  located  on  the  equator  were  generally  more 
accurately  m-'csured  and  the  errors  better  centered  about  a  zero  error  line 
(one  mass  u rest i mated  by  4  mm).  These  differences  in  errors  depending 
on  the  location  vnore  stat i sdt i ca I  I y  significant  at  the  .Cl  level  for  one 
diamter  of  the  tu.-i'.or  base.  •  These  data  s  ;ggesl  I'nat  empirical!/  derived 
correction  f.,irlors  may  offer  improved  accuracy  in  ultrasound  size  estima¬ 
tions  of  choroidal  tumors  in  vivo. 


ARVO  abstracts 
I  r,  -'  ^  Or  ' .  '  U'  .  ' 


Date:  15  October  1980 

IProtocol  No:  2308  ! 

Status:  Interim 

Title  of  Project;  Scleral 
1973  - 

Buckling  Experience  at  WRAMC  ^ 

1976;  A  Retrospective  View 

Final  kX 

Starting  Date:  1978 

Estimated  Completion  Date;  1 

930 

Principal  Investigator: 

Cary  L.  Burton,  MAJ ,  MC 
- 1 - 

Associate  Investigators: 
Paul  V.  Whitmore,  COL,  MC 
Fleming  0.  Wertz,  LTC,  MC 


Facility;  Walter  Reed  Army  Medical  Cen+er 


Dept/Svc  Ophthalmology  Service 
_ Department  of  Surgery 


Keywords:  Scleral  buckle,  silicone 


Accumulative  iVIEDCASE 
Cost; 

Accumulative  Contract 
Cost;  0 

Accumulative  Supply 
Cost:  0 

FY-SO  MEDCASE  Cost: 

0  1 

Periodic  Review  Results: 

1 

(to  be  filled  in  by  DCI) 

Study  Objective: 

To  review  surgical  results  of  Retina  Service,  Ophthalmology,  concerning 
scleral  buck  I ing  operations. 


Technical  Approach: 
Chart  review 


Progress  during  FY-SO:  Scleral  buckling  procedures  using  solid  silicone  elements 
results  in  an  outcome  with  no  statistical  difference  as  compared  to  using 
expandable  silicone  elements. 


Niunber  of  subjects  to  be  studied  before  completion  of  study: _ 

Serious/une.xpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  -  -i-  u,,- 

txpanding  silicone  buckling  elements  are  not  necessary  to  acniev-e 

good  results,  as  claimed  by  some  authors.  Furthermore,  our  results  compare 
favorably  with  other  reported  series. 

Publications  or  Abstracts,  FY-SO; 

None 


10  October  1930 


iProtocol  No;  2309 


■jLicie  of  Project: 

A  Study  of  Eye  Trauma  and  Treatment  Fn  the  Military 


Status:  Ir.terim  XX 
Final 


Startin:?^Daia:  27  Dec  77 


Estimated  Comnletiou  Date:  June  1980 


Principal  Investigator:  Howard  P.  Guppies,  CAPT,  MC,  USN 


Associate  Investigoiors: 

Paul  V,  Whitmore,  COL,  MC,  USA 


Facility:  National  Naval  Medical  Center  &’ 
Walter  Reed  Army  Medical  Center 

Dept/SvcOphtha Imo logy  Service,.  Dspt  of  Surgery 


Key  Words: 


Vitreous  surgery,  ocular  trauma 


Accumulative  ILEDCASS 
Cost:  0 _ 

FY-80  r.LEDCAsil^ost: 


Accumulative  Contract 
Cost;  0 


Accumulative  Supply 
Cost;  0 


Periodic  Review  ResiQts: 
(to  be  filled  in  by  DCI) 


Study  Objective:  Jq  determine  the  role  of  vitreous  surgery  in  the  management  of 
ocular  traur:;a.  To  comf.aru  fiio  results  of  oculo  ■  trauma  cases  meraged  by  vitreous 
surgery  w i  h  the  resuil^  of  ocular  trauma  cases  managed  in  the  past  by  conventionai 
methods.  To  develop  plans  for  the  efficient  management  of  ocular  combat  injuries 
based  upon,  he  r.r'alysls  cf  data  collected  dur'ng  'he  study. 


■Technical  ■  inro:  oh; 

A  series  of  coses, of  ocular  trauma  managed  by  vilrcous  surgery  techniques  will  be 
compared  w':h  a  Amilar  series  drawn  retrospectively  from  recorcs  of  NiA'C  and 
'.iRA:-'C  during  the  Vietnam  era  and  managed  by  conventional  surgical  techniques. 


Itrogress  during  FY-SO:  lo  d.ire,  105  cases  of  ocular  trauma  have  be-en  managed  in  thi: 
combined  series  at  WR/'\MC  and  NN.'iC.  The  prospective  series  is  therefore  completed  , 

and  the  retrospective  study  of  Vitenam  era  cases  is  expected  to  be  completed  by  1 

June  I93C. _ _ _  ! 

N'v.m’uer  nf  sub'  icfs  to  he  studied  Iv-ofora  comoleiiori  of  stud.v:  _ _ 

Sorior  s/une.'cpected  .side  effects  in  suuject.s  pca-ticipating  in  project 
;:o  s -riojs  unexpicted  s  i  d-a  effects  to  vitreous  surgery  have  .eu  fou.,J  in  the  management 


ron-Vi-s^ons-  ^  r  •  j  i.-  ct  j.-  ^  .Of  these  trauma  cases. 

L.onv.ii.,5»ons.  ^onclusicnu  as  to  tr.  •  ef  fecti  v-eness  cf  v:tr'-dOU5  SL'-gical  Techniques 

v.ill  be  reviewed  at  tn  i  s  fima,  until  compari  r.-->n  can  te  made  wi--  t.ne  .jroup  treated  i 

by  conventional  surg-nry  .  j 

F:;hli'jntiono  f  3  FV  '■ 


Date:  14  Auaust  1980  1  Protocol  No:  2310 

Status :  Interim  XX 

Title  of  Project:  |  ;^tRA0CULAR  LENSES 

Final 

Starting  Date;  I  >  April  1973  Estimated  Completion  Date; 

12  August  1931 

(Final  termination  of  this  protocol  will  be  determined 
.IR..  ='Y  tr.e  FDO _ _ 


Associate  Investigators; 
None 


Facility 


i^'ea  Army  Medical  Center 


Dept/Svc  Q0[-,tha  I  mo  I  ogy  Service 


Key  Words: 


Intraocular  Lenses 


Accumulative  MEDCASE 

Accumulative  Contract 

Accumulative  Supply 

Cost:  None 

1  Cost:  Mono 

! 

Cost:  5,4  390  FY-79 

_ 

FY-SO  KIEDCASE  Cost:  None 

Periodic  Re  ■view  Results: 

(to  be  filled  in  by  DCI) 

•Study  Objective;  To  evaluate  intraocular  lenses  with  regard  to  safety  in  the 
treatment  of  aphakia 


Technical  Approach:  Intraocular  lenses  will  be  implanted  in  selected  patients  either 
at  the  time  of  cataract  extraction  or  in  a  second  operation  following  cataract 
extraction.  This  is  part  of  a  nationwide  collaborative  study  to  determine  the  incidenc 
of  adverse  effects. 


Progress  during  FY-80:  53  patients  have  had  lens  implants  or  attempted  lens  implants. 
One  adverse  result  mentioned  in  the  preceding  report  has  been  corrected  with  a  final 
visual  acuity  of  20/20.  A  second  adverse  result  is  not  directly  attributable  to  the 

intraocular  lens. _ _ 

Number  of  subjects  to  be  studied  before  comnletioa  of  study;  Unknown  (FDA  will  determ  i  ne) 
Serious/une.rpected  side  effects  in  subjects  pai'llcipating  in  project; 

Mone _ 

Conclusions:  The  generally  good  results  indicate  sufficient  value  to  continue  with 
this  protocol. 

PubJications  or  Abstracts,  FY-SO:  None 


335 


:e;  20  JiLie 


V/ork  U:.j  L  ;!o.  2Ji2 


Status:  Filial 


S  -:-r  vice:  Opht  halmology 

Facility:  ViRAldC 

! 

•ley  Words:  Ccrr.eal  Undo  tiieliura 

Ajso.  Investigators:  None 

Aecvjc.  I.tEDCASF 

Accua.  Cont.ract 

1 

1 

! 

Aecuci .  ©apply 

Cost:  None 

:'f  SO;  None  | 

Co.ot;  None 

FT  SO:  None 

1 

vOij  ^  .So 

FY  OC:  None 

Cbjectives:  To  oorapare  the  amount  of  corneal  endothelial  danage  resulting 
:"ron  ths  "standard  cataract"  extraction  versus  the  'hmall  incision  extrac¬ 
tion. 

'.eahnical  Approach:  Cornea],  endothc'l  ia.l  cell  count.,  .'nre  teascsreJ  pre  and 
lost  op  in  each  group  of  patients. 

F.-cgress  during  F"  FO:  Li  patient;-;  .’cor,  ihv;  "sl-andard  ca;  ;.."act'’  group  were 
studied  of  v/hicn  4  v;ere  eliminated  dn.e  to  post  operative  ccnplications; 
tra’jna  or  cancellation  of  su'-gery.  3  patients  from  the  "etall  incision'' 
group  v/ere  studied.  Greater  ri'ambers  were  not  obtaiited  in  this  group  because 
■tf  the  relative  iru’requency  of  nontraum.atic  cataracts  in  young  persons  'who 
ere  cld  enough  ">  co-'p;-r'’  u  for  the  cn,<lothe’.ia.l.  d  ;-l.  ire 

receive  a  soall  i.ncl..Lon  extract  ir.n  oppes-cd  to  one  of  other  xechniqu-es , 
because  of  ny  t'-ansfor  to  Fort  Polk,  LA,,  I  cn  terrainating  this  project. 

tcnclusions:  Since  the  study  is  incomplete,  no  conclusions  can  be  dravn. 


lie  £f foots:  There  were  no  side  effects  or  complications  vdth  any  of  the  patients 


oP 


f 


Title  of  Project:  The  Fffect  of  Amplification 
Hearing  Loss 

on  Limited  High-Frequency 

Starting  Date:  August  1976  1 

Estimated  Completion  Date:  October  1930 

Principal  Investigator:  P,auna  K.  Surr,  M.S. 

Associate  Investigator: 

Daniel  L.  Schwartz,  Ph.D. 

Facility: 

Army  Audiology  and  Speech 
Center,  WPALC 

Dept/Svc: 

Department  of  Surgery,  Oto¬ 
laryngology  Service 

Key  Words:  California  Consonant  Test,  consonant  recognition,  consonant  con¬ 
fusions,  high  frequency  hearing  loss 


Accumulative  MEOCASE 

Cost: 

Accumulative  Contract 
Cost: 

Accumulative  Supply 
Cost: 

FY-80  MEOCASE  Cost; 

Periodic  Review  Results: 

Study  Objective:  1)  Assessment  of  the  California  Consonant  Test  (CCT)  as  a 
tool  in  clinical  hearing  aid  evaluation  on  the  population  with  limited  high- 
frequency  hearing  loss,  2)  Assessment  of  benefit  of  amplification  for 
individuals  with  hearing  loss  limited  to  frequencies  above  2000  Hi. 

Technical  Approach:  Completed. 

Progress  during  FY-80:  The  fourth  and  final  paper  under  this  protocol  entitled 
Extended  High  Frequency  Amplification  for  Hearing  Loss  Above  2CC0  Hz  was  pre¬ 
sented  in  Atlanta,  Georgia,  last  November.  The  abstract  for  this  paper 
appeared  in  ASHA,  Sept.  197'9,  a  journal  of  the  American  Speech-Language-Hearing 
Association. 

The  pilot  study  immediately  preceeding  the  above  paper  has  been  accepted 
for  publication  in  EAR  and  HEARING. 

The  final  stage  of  this  project  will  be  preparation  of  the  fourth  paper 
into  manuscript  form  for  publication. 

Number  of  subJeFts  to  be  studied  before  completion  of  study:  n/a 


Serious/unexpected  side  effects  in  subjects  participating  in  project;  n/a 


(cont.)  -  =2515 


Concl usions : 


r.i 


Th9_ research  by  us  as  well  as  by  others  over  the  past  four  years 
.  arc!  has  de~cnstrated  the  sensitivity  of  the  CCT  to  the 

, - e.r,e  recognition  problems  associated  with  high  frequency  sensorineural  hear 

ing  impairment.  Superiority  of  the  CCT,  however,  in  conventional  comparative 
hearing  aid  evaluations  over  other  speech  test  materials  currently  in  use  has 
not  been  demonstrated. 

Future  clinical  applications  of  the  CCT  will  probably  be  in  aural  rehabil 
itation  through  analysis  of  phonemic  changes  achieved  with  training  and 
amplification. 


Publications  or  Abstracts,  FY-80: 

Schwartz,  D.M.  and  Surr,  R.K.  Three  Experiments  on  the  California  Con¬ 
sonant  Test.  J.  Speech  Hear.  Pis.,  I'ebniary,  1979. 

Schv/artz,  D.M. ,  Surr,  R.tC.  et  al .  Pc-rfor’-'inr.o  of  High  Freouenry  imoaireri 
Li  steners  with  Conventional  and  Extemiod  High  Frequency  Amplifica¬ 
tion.  Audiology,  18,  1979, 

Schwartz,  D.M. "and  stFrr,  R.K.  High-Pass  and  Conventional  High  Frequency 
Hearing  Aids  for  Listeners  with  High  hrvquency  Sensor  irieu:  a  1  Hearing 
Loss.  Auditory  and  Hearing  Prosthetic  Research,  Larson ^  V,D,, 

Egolf,  D.  and  Kirltn*,  L.  (Eds.rr  Gruno  A'Stratton,  1979. 

*iiote:  Copies  of  the  first  tv;o  publications  iiavc  been  forwards.,  to  DCI; 
a  copy  of  the  third  publication  is  attached. 


WORK  UHIT  NO.;  2516 

FU'h’OS  UTILIZED,  FY-80:  $159.00  to  present  results  at  national  meeting 

$260.00  for  reprints 
FUMOniG  HEOUiKEMENTS.  FY-81 : 

REPRINTS:  SI  00. 95 


WORK  UNIT  NUMBER:  2516 


TITLE:  The  Effect  of  Amplification  on  Limited  High-frea'jency  Hearing  Loss 

INVESTIGATORS:  Principal;  Rauna  K.  Surr,  M.S. 

Associate;  Daniel  M.  Schwartz,  Ph.D. 

OBJECTIVES:  1.  Assessment  of  the  California  Consonant  Test  (CCT)  as  a 
clinical  tool.  2.  Assessment  of  benefit  of  amplification  for  individuals 
with  limited  high-frequency  sensorineural  bearing  loss, 

TECHNICAL  APPROACH:  Speech  audiometry  is  considered  one  of  the  more  important 
measurements  in  clinical  audiology.  Because  research  has  shown  that  pure  tone 
audiometry  provides  limited  information  about  the  speech  processing  character¬ 
istics  of  the  auditory  system,  clinicians  ‘.?..''e  long  been  interested  in  eval¬ 
uating  an  individual's  ability  to  hear  and  understand  speech.  Ideally,  speech 
testing  should  reflect  tlie  communication  hanuicap  creat'-d  hy  the  hearing  loss 
and  should  differentiate  between  normal  hearers  and  those  with  sensorineural 
impairment.  The  most  widely  used  word  recognition  test  is  the  CID  W-22  lists 
(Hirsch  et  al . ,  1952).  It  has  been  shown  to  be  relatively  insensitive  to 
high-frequency  sensorineural  hearing  impairment,  which  is  very  prevalent  in 
the  U.S.  Armed  Forces  secondary  to  noise  exposure.  Several  new  speech 
materials  have  been  developed  because  of  the  problems  associated  with  CID 
W-22.  Among  them  is  the  Northwestern  University  Auditory  Test  Number  6  (NU-6) 
by  Tillman  and  Carhart  C1966)  which  is  now  used  routinely  within  the  United 
States  Army  and  Air  Force  audiology  clinics.  More  recently  (1977)  Owens  and 
Schubert  introduced  a  consonant  discrimination  test,  the  California  Consonant 
Test  (CCT),  which  is  purported  to  be  highly  sensitive  to  high-frequency  hear¬ 
ing  impairment.  Over  the  past  four  years  we  have  completed  several  studies 
to  evaluate  the  CCT  as  a  clinical  tool. 

PROGRESS  AND  RESULTS:  Initially,  performance-intensity  functions  were 
ODtained  for  both  normal  hearers  and  those  with  high-frequency  sensorineural 
hearing  loss.  The  results  demonstrated  almost  a  linear  function  for  both 
subject  groups,  approaching  asymptote  at  50  dB  SL,  as  compared  to  the  typical 
sigmoidal  function  obtained  with  conventional  (CID  W-22  and  NU-6)  word  recog¬ 
nition  tests.  CCT  scores  were  also  compared  to  scores  on  ’iU-6  lists  in  60 
subjects  with  high  frequency  noise-induced  hearing  loss.  Consistent  with 
previous  findings,  relatively  high  word  recognition  scores  were  obtained  for 
the  NU-6  materials,  whereas  the  range  of  scores  on  the  CCT  approximated  a 
normal  distribution. 

The  second  phase  was  designed  to  examine  the  sensitivity  of  the  CCT  in 
differentiating  among  hearing  aids.  He  sought  to  determine  if  a  high-pass 
heari.ng  aid  can  provide  increased  improvement  in  word  recognition  and  conso¬ 
nant  discrimina t ’ ^n  over  that  of  a  conventional  high  frequency  emphasis 
hearing  aid  in  ;ners  with  hearing  loss  limited  to  frequencies  above 
lOCC  Hz.  Word  a:,,  consonant  discrimination  were  assessed  in  quiet  and  in  the 
presence  of  12  talker  speech  babble  for  ten  subjects  under  three  listening 
conditions:  1)  unaided;  2)  wearing  a  conventional  high  frequency  emphasis 
hearing  aid;  and  3)  wearing  an  experimental  high-pass  instrument.  The  speech 
testing  .-aterials  included:  1)  NU-6;  2)  CCT;  and  3)  eight  voiceless  English 
conson-in ts .  The  results  indicated  that  both  instruments  provided  similar 
benefit  in  quiet.  For  the  noise  condition,  however,  the  exoerimental  high-pass 


aid  provided  a  considerable  advantage,  as  suggested  by  mean  data,  fio  notable 
difrerence  v)as  observed  in  the  mean  percent  improvement  betv/een  the  Nl)-6  and 
the  CCT  scores.  Effect  of  noise  at  different  signa /-to-noi.se  ratios  needed 
further  examination. 

The  third  phase  examined  the  effects  of  multi-talker  competing  speech 
and  half  vs.  full-list  usage  on  the  variability  of  the  CCT  scores  in  sound 
field  in  an  effort  to  establish  some  guidelines  for  a  significant  difference 
between  scores  when  comparing  different  hearing  aids  for  individual  patients. 
Phoneme  recognition  v/as  assessed  in  a  sound  field  in  quiet  and  under  four 
message-to-competition  ratio  conditions  for  normal  hearing  subjects  and  in 
three  KCR  conditions  for  listeners  with  bilateral  high-frequency  sensorineural 
hearing  loss.  Noise  interference  functions  for  both  subject  groups  were 
characterized  by  a  gradual  decline  in  recognition  performance  as  the  signa'l- 


to-noise  ratio  decreased. 


iope  Oi 


Function  fc  r 


two  groups  was 


parallel  witn  the  mean  scores  for  the  hearing-impaireG  .s.ibjects  approximately 
30"  lower  than  that  for  the  normal  hearers.  Tesr-retest  >'el lability  across 
conditions  v.cs  examined  via  corre lationo !  analysis  and  b^'  cemputien  test- 
retest  difference  scores  for  individual  subjects.  Increased  test  variability 
with  half-lists  and  with  the  introduction  of  a  corxpeting  message  makes  the 
CCT  under  thvuse  two  conditions  of  questionable  va’^ue  routine  hearing  aid 
evaluation  procedures. 


The  final  phase  of  this  protocol  assessed  the  usetuiness  of  the  CCT  in 
predicting  aided  benefit  for  Individuals  v/ith  hearing  loss  limited  to  fre-  • 
quencies  above  2000  Hz.  In  addition  to  assessr^ent  of  r-henere  recognition  by 


the  CCT,  Soi 


Hearing  ilantlicap  Index  (SMI)  dovelopo.. 


Birk- 


Mielsen  (1973)  and  follow-up  hearing  aid  vse  questionnaires  were  used.  The 
results  indi’.'cited  that  dasnite  ti  ■'  sensitivity  of  the  CCT  to  the  phoneme 
recognition  problems  associated  with  high-frequency  sensorineural  hearing 
impairment,  no  appreciable  aided  improvement  was  demonstrated  with  this 
measure  for  iiii.  group  oh  subjects.  Cn  '.lie  O'y-ic  '  i.ent,  the  f;.ii:.w-up  acoeos  - 
ment  was  sO''-;w!iat  more  encouraging.  Usage  and  subjective  repo''ts  of  improved 
daily  commi.  iicatioo  suggested  that  many  of  these  hearfpg  aid  fittings  for  the 
lim.ited  high  frequency  hearing  loss  group  can  be  considered  successful. 


CCTCL'JSIOFif  :  Th-v  research  hor-a 
has  teen  ve  y  fruitful  and  lias 


cwrrll  ;s  o’  -..:v 
.:0.i5t;'a  ted  L;,J 


phoneme  recognition  problems  associated  wi th  niqh-frequancy  sensorineural 
hearing  impairment.  Superiority  of  the  CCT,  h.owover,  in  conventional  compara¬ 
tive  hearing  aid  evaluations  over  other  speech  test  materials  currently  in 
use  has  not  been  dem.onstrated. 

Future  clinical  applications  of  the  CCT  will  probably  be  in  aural  reha¬ 
bilitation  through  analysis  of  phonemic  changes  achieved  with  training  and 
ampl  i  fi cation. 
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umuiative  MEOCACE  Accumulative  Contract  Accurnulati ve  Supp' 

t: _  Cost: _ _ Cost: _ 

FY-80  KEOCASE  Cost:  Periodic  Review  Results: 


Accurnulrtti  ve  Supply 
Cost: 


Periodic  Review  Results: 


Study  dbjective:  This  study  is  designed  i.o  evaluate  the  effectiveness  of  a 
newly-developed  training  procedure  for  improving  patients'  ability  to  use  the 
audible  and  visihl'"  aspects  of  sosech  si'^'-l'^aneoi:.-'''/  ra!.;''''c-vi sual  io- 

(AVI)].  ■  -  ■  '  -  ■  . 


Technical  Approach'  Thirty  hard-of-hearing  patients  were  divided  into  control 
and  experimental  groups  and  tested  before  and  after  receiving  either  tradi¬ 
tional  rehabilitation  or  the  AVI  technique.  The  AVI  training  was  done 
indi  vi  ..'.jal  ly  in  10  -ine-hour  sessions  by  trained  reh:.bilit'.ci  riists.  The- 
before  and  after  testing  consisted  of  a  100-item  sentence  test  presented 
audiovisual ly  in  noise,  and  the  data  were  analyzed  with  parametric  statistics 
(t-tests  and  AilACOVA).  In  addition,  a  group  of  12  normally-hearing  people 
were  tested  at  a  similar  interval  to  assess  the  learning  effects  of  the  test. 

Progress  during  FY-SO:  All  data  have  been  collected  and  analyzed,  and  very 
encouraging  result:  F.av'^  been  obtained,  "oth  groups  shov  ci  gni  f :  ssr  A  impi'ov.e 
[iient  following  t.  aiiwng,  ercl  Ihe  experimental  gro.jp  ..Cnews  : i f i osi'it iy  more 
improvei'.ent  than,  the  controls.  Mo  learning  was  evidenced  by  the  normals. 
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Conclusions:  The  technique  appears  to  be  a  useful  and  efficient  way  to  improve 
new  hearing  aid  users'  ability  to  use  the  visual  (lipreading)  component  and  the 
auditory  component  of  speech  simultaneously. 

Publications  or  Abstracts,  FY-80:  Manuscript  in  preparation  for  submission  to 
J.  Speech  4  Hearing  Disorders. 
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Accumulative  Supply 
Cost:  .$256.40 

Cost:  j 

FY-80  MEOCASE  COST: 

Periodic  Review  Results: 

Study  Objective:  To  determine  tiie  relationship  bet-een  various  perceptual 
dimensions  and  the  ph/sical  characteristics  of  hearing  aids  in  judging  the 
sound  quality  of  hearing  aid  processed  speech. 


Technical  A;  - ■'■02'.,'’:  A  S'ngl'’  ?.n  -.ecend  tups  rr.cor-''’  pas-sage  of 

an  in  terpre ■ /e-  rcadi.'^g  frO'’.i  "Vhe  Adventures  of  I’.ur  S.-.yer"  vva  .  hearing  a  i 
processed  through  each  oT  20  commercial ly  available  hearing  aids  in  a  paired 
comparison  format.  The  -recording  procedure  v/as  accomplished  using  KEMAP. 
equipped  v/ith  Zwislocki-type  ear  simulators. 

For  the  playback  phase  ''0  normal  hearers,  10  subjects  with  high  frequency 
hearing  loss-,  and  10  with  fl.'at  loss  were  oacii  instr',iCied  to  fui  nisn  twu  types 
of  responses;  ratings  of  similarity  and  judgments  of  preference  based  on  the 
quality  of  the  hearing  aid  processed  speech.  Similarity  ratings  were  made  on 
a  7-point  equal  appearing  interval  scale,  where  1  represented  very  similar  and 
7  dissimilar.  Preference  judgments  consisted  of  identifying  the  aid  within 
each  pair  which  had  preferable  sound  quality. 

Progress  dur  '  :'j  FY-SO:  This  (csearch  tta:.  culmina :.ed  i  the  or:  ie’'; tar. ion  o; 
two  papers  az  the  197..  and  W-j  aiuiuai  meetings  of  the  •  ..■e'rac.an  Sreech- 
Lanouage-Haaring  Association.  Tho  abstract  of  each  ot  uhese  papers  appearing 
in  .ASHA,  Sept.  1978,  1979. 
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The  first  paper  dealing  with  results  obtained  on  normal  hearing  subjects 
was  recently  published  i.-.  the  J.  of  the  Acoustical  Society  of  America,  68,  2, 
4-58-466  (1980).  The  Second  paper  reporting  results  for  20  patients  with  hear¬ 
ing  loss  (10  sloping,  10  flat  configuration)  is  in  the  process  of  being  sub¬ 
mitted  for  publication  to  the  J.  Acoust.  Soc.  Am. 

Results  of  this  investigation  revealed  that  one  perceptual  dimension,  low 
cut-off  frequency  (LCO)  dominated  the  judgment  of  hearing  aid  sound  quality 
for  both  normal  hearing  and  hearing  impaired  subjects.  That  is,  listeners 
strongly  preferred  hearing  aids  with  relatively  low  LC0‘s 


Number  of  subjects  to  be  studied  before  completion  of  study:  30 _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  n/a 

Conclusions;  The  find'^ilig  that  LCO  dominates  listener  judgments  of  hearing  aid 
sound  quality  is  in  direct  contrast  to  the  -a-mp’;  icetion  needs  of  hearing 
impaired  patients.  Chat  is,  an  extensive  oocy  of  research  literature  suggests 
that  amplification  of  low  frequency  speech  sounds  and  noise  may  create  an 
upward  spread  of  masking  and  thus  degrade  che  intell ig’bil ity  of  speech. 

Hence,  the  data  of  the  present  study  reveals  that  the  electroacoustic  charac¬ 
teristic  that  results  in  the  best  sound  quality,  i.e.,  low  low-cut-off 
frequency,  may  not  be  the  one  that  results  in  improved  speech  understanding 
with  a  hearing  aid. 
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Accumulative  i'SDCASE 

Accumulative  Contract  !  Accumul 

ative  Supply 

Cost:  $7,595.00 

1  Cost; 

i  Cost: 

$622.60 
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Fv-ao  MEDCASE  Cost:_ 

$7,595.00 

Periodic  Review  Results: 

Study  Objective:  This  study  is  designed  to  evaluate  ti'.e  'easi bi  1  i  ty  of  simu¬ 
lating  cn  a  computer  graphics  system,  the  information-bearing  elements  of  the 
talker's  mouth  and  face  during  sreech,  for  the  purpose  of  studying  1 i preadinn 
in  hard-of-'-  ‘ling  ts. 


Technical  Approach:  The  third  year  of  this  project  ha?  been  devoted  to  refin¬ 
ing  the  algorithm  (in  the  form  of  a  FORTRAN  program)  that  produces  sequences 
of  up  to  five  consonants  and  vowels.  The  primary  approach  has  been  to  incor¬ 
porate  a  mechanically-based  model  of  coar' iculation  with  linear  interpolation 
betv/een  primative  images  and  expenmentei  -  controlled  arriOunts  of  furward  and 
backward  coarticulaticn. 


Programs  during  FY-80:  The  basic  algorithm  has  been  completed  and  is  in  the 
process  of  being  debugged.  One  subroutine,  designed  to  blank  invisible  por¬ 
tions  of  the  upper  teeth  coincident  with  upper  lip  movemerits,  is  completed  but 
not  yet  incorporated  into  the  ma'’'’  program. 


humuar  or  Subjects  to  be  stuaieci  cerore  cc-iplecion  of 
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Conclusions:  Progress  this  year  has  been  substantial,  with  successful  genera¬ 
tion  of  simple  coarticulated  lip  shapes  (see  abstract  referenced  below'.  The 
final  evaluation  of  the  system  will  take  place  this  fiscal  year. 

Publications  or  Abstracts,  FY-80:  "Coarticulation  and  lipreading:  comparison 
of  synthetic  and  real  stimuli",  presented  at  ASHA  Convention,  November  1979, 
Abstract  in  ASHA.  Nov.,  1979. 
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Cost: 
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FY-80  HEDCASi  Cost: 

Periocli;  Review  Results: 

L-  _ 

Personnel  Cc.-, t;  $7,243..:;0 

Study  Objective:  The  objective  of  this  project  is  to  develop  a  communication 
sel  f-assess'ent  inventory  to  be  used  in  the  inpatient  Aural  Rehabilitation 
Procrani  of  '  :  i  i-.'.v/  AudioW-uy  and  Speech  Cente.-.  .WlAt.: ,  cscrific 

of  this  inveuitory  are: 

a.  To  assess  progress  in  environmental  control,  and  in  emot'cnal ,  social, 
familial,  and  vocational  adjustment  to  the  handicap  as  a  result  of  the  Aural 
Rehabilitation  Program  (i.e.,  a  quantitative  index  of  improvement  provided  by 
pr^-  and  pc: t-program  scores). 

b.  To  establish  a  baseline  for  piainiing  a  patient's  envi rccmental  control 
training  and  adjustment  counseling  in  the  Aural  Rehabilitation  Program. 

c.  To  provide  prognostic  indicators  of  short-term  success  in  the  Program 
(p re -program  admi nistra tion) . 

d.  To  provide  prognostic  indicators  of  long-term  -.uccess  in  communi ca¬ 
tion  after  returning  to  duty  station  (post-program  admi.-i srr’ticn) . 


Technical  A,  -.oacn:  The  original  -(ppl  ic-u  iori  r.i'  '1  "esso-'.'  "ii-puc: 
proposed  thai.  the  Gove/nmont  contract  for  the  develop;:  ..nt  j'f  a  self-assessment 
inventory  of  communication  ability.  Following  the  approval  of  the  original 
protocol  by  the  Department  of  Cl’nical  Investigation,  "acj-'Sts  for  funding 
v.ere  made  to  the  Tsdical  Research  and  Development  Co;-. ..'and  and  to  one  Health 
Sc>'V'cas  r  Tn  n.oth  'utiJing  '-‘as  no:-  , d. 
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In  May,  1979,  a  new  communication  self-assessment  inventory  appeared  in 
the  literature,  the  Hearing  Performance  Inventory  (T.C.  Giolas,  E.  Owens, 

S.H.  Lamb  and  E.D.  Schubert,  Journal  of  Speech  and  Hearing  Disorders,  1979) 
appeared  to  have  potential  for  use  with  a  military  population.  Given  that 
funding  was  not  obtained  for  the  original  proposal,  the  project  was  modified 
to  be  an  evaluation  of  the  Hearing  Performance  Inventory  (HPI).  Among  the 
specific  goals  of  this  evaluation  were  the  following: 

a.  To  determine  the  clinical  applicability  of  the  HPI  for  a  military 
population; 

b.  To  accomplish  a  detailed  statistical  analysis  of  the  reliability 
of  the  HPI ;  and 

c.  To  determine  the  prognostic  value  of  the  HPI  for  the  military 
population. 

As  a  result  of  the  work  accomplished  during  FY-80  (see  "Progress  during 
FY-80"),  it  bec.r-io  apparent  that  the  HPI  could  not  be  modified  to  fulfill  each 
of  the  purposes  a  self-assessment  inventory  outlined  in  the  original  pro¬ 
tocol.  It  appears,  therefore,  that  the  original  proposal  -  to  develop  an 
inventory  tailored  to  the  specific  needs  of  the  Army  -  is  the  only  viable 
option  remaining. 

Since  the  initiation  of  this  project,  considerable  technology  in  test 
design,  construction  and  evaluation  has  been  acquired.  As  a  result,  it  is 
probable  that  a  communication  self-assessment  inventory  can  be  developed  in- 
house  that  will  meet  all  of  the  Army's  major  needs.  It  will  be  essential, 
however,  that  an  experimental  psychologist  be  available  part-time  for  a  period 
of  one  year  to  provide  technical  guidance  in  test  construction,  data  acquisi¬ 
tion  and  statistical  evaluation. 

Progress  during  FY-80:  Work  during  the  past  year  focused  on  an  assessment  of 
the  HPI  as  a  potentially  suitable  self-assessment  communication  inventory  of 
the  hearing  impaired  soldier.  The  complete  158-item  inventory  was  administered 
to  a  total  of  254  patients  entering  the  Army  Audiology  and  Speech  Center's 
Inpatient  Aural  Rehabilitation  Program.  Extensive  analyses  of  the  scales  and 
subscales  of  the  HPI  were  accomplished  via  computer.  The  major  findings  of 
this  work  were: 

a.  The  Speech  Scale  items  could  be  drastically  reduced  in  number, 
with  virtually  no  loss  of  reliability. 

b.  The  Intensity  Scale  items  could  be  reduced  in  number  to  produce 
a  scale  containing  equal  numbers  of  items  in  two  subscales:  Detecting  Common 
Sounds  and  Detection  and  Loudness  of  Speech. 

c.  Although  the  Reaction  to  Auditory  Failure  Scale  is  closely  con¬ 
cerned  with  one  of  the  goals  of  the  project,  items  of  this  type  are  under¬ 
represented  in  the  Inventory  as  compared  to  other  Scales. 

d.  The  Personal  Adjustment  Scale,  while  potentially  useful  as  pre¬ 
dictors  of  adjustment  and  program  evaluation,  proved  to  be  too  general  in 
nature  and  not  sufficiently  applicable  to  the  military  population. 

e.  The  Social  Scale  may  be  eliminated  since  it  is  completely  redun¬ 
dant  with  the  Speech  and  Reaction  to  Auditory  Failure  Scales. 

f.  The  Occupational  Scale  items  should  be  eliminated  because  the 
structure  of  these  items  mirrors  that  of  the  Soeech,  -'.eaction  to  Auditory 
Failure  and  Personal  Scales. 

As  a  result  of  item  and  factor  analyses  of  the  original  158-item  inven¬ 
tory,  an  80-item  revision  v/as  developed.  The  basic  strategy  for  item  selec¬ 
tion/elimination  v/as  to  select  items  for  the  shortened  scales  so  as  to 
maximize  coefficient  -j.  (In  general,  this  means  selecting  the  with  the 
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highest  iterr-total  correlations.)  The  revised  80-item  inventory  was  adminis¬ 
tered  to  an  additional  75  patients  as  they  entered  Program  and  at  the  ccnc'lU' 
sien  of  the  t'..c  ‘..eehs.  Additicral  data  obtained  include  a)  testing  at  tne 
so’idier's  duty  station  2-4  weeks  prior  to  entering  program  and  retesting  at 
beginning  of  program  (25  patients;  as  estimate  of  test-retest  reliability), 
and  b)  testing  v/ith  complete  158-item  inventory  at  least  six  months  following 
program  (75  patients;  as  estimate  of  long-term  effect  of  program). 

While  the  analyses  of  these  data  are  not  yet  complete,  it  is  clear  that: 

a.  The  80-item  inventory  has  acceptable  test-retest  reliability. 

b.  Those  items  most  applicable  to  the  AA&SC's  inpatient  program 
and  military  population  show  potential  for  prognostic  applications  and  pr-ogram 
eval uation. 


c.  A  large  percentage  of  the  items  appear  largely  irrelevant  to  the 
purposes  outlined  in  the  original  protocol. 

d.  There  is  a  high  degree  of  redundanr.;'  among  items. 

While  the  o  ;sic  approach  utilized  by  the  ilP,.  (e.g.,  Likert-type  scale, 
subscale  organization,  etc.)  appears  reasonable  and  the  test  has  good  internal 
consistency,  it  is  not  likely  to  fulfill  our  basic  requirements.  We  have  been 
forced  to  rvjturn  to  the  original  proposal  to  develop  a  communication  self- 
assessment  inventory  tailored  to  the  military  population.  A  working  outline 
of  the  inventory  has  been  developed,  a  pool  of  possible  items  is  being 
generated,  and  a  prelimincry  experimental  design  has  been  constructed  to 
assess  reli.'.bili  !:y  and  validity.  Work  has  been  slowed  since  August  because 
the  Experi:. .  itsycliofugist  working  on  the  project  has  not  yet  been  rehired. 


Number  of  subjects  to  be  studied  before  completion  of  study:  Approx.  600 
Serious/unaxpected  side  effects  in  subjects  participating  in  project:  n/a 
Conclusions:  n/a' '  ^ 


Publication'  or  'is tracts,  PY-SO:  Not  oppi iccbli  it  the  j'-'cesent  time. 
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FU.tPS  UTILIZEj,  ry-80:  $7,243  (salary  -  Experime 

FUNDING  RECUIPEMEilTS,  FY-81 : 

PERSONN EL :  ‘112,000  (Dr.  Marilyn  vlariu  ,  GS  1  ■ 

40;i  time) 


tal  ^^sycholoc!' St) 


1?A'J tl:  $312.00  to  present  HPI  analysis  to  Annual  Convention  of  American 
Speech-Language-Hearinq  Association,  Detroit,  N'ove'^t.er  1930 


REPRIN'Ti. 


$200.00 


Date:  30  September  1980 


Protocol  io.;  2527 


Status:  Interim 


'  Title  or  Project:  Assessing  Laryngeal  Function  via  Residue  Inverse  Filtering 

( 

t  Starting  Date:  1  July  1979  I  Estimated  Completion  Date:  31  December^  1 980 

Principal  Investigator:  Robert  A.  Prosek,  Ph.D. 


Associate  Investigators; 

Allen  A.  Montgomery,  Ph.D. 

Facility: 

Army  Audiology  and  Speech 
Center,  WRAMC 

Daniel  M.  Schwartz,  Ph.D. 

Brian  E.  Walden,  Ph.D. 

Robert  L.  Henderson,  M.D.,  COL,  HC 

Oep  t  .Ctv  '. : 

Dept  of  Surgery,  Otolaryn¬ 
gology  Service 

Key  Words:  Voice  disorders,  digital  signal  processing,  linear  predictive 
coding,  inverse  filtering,  voice  severity  judgments 


Accumulative  MEDCASE 

Cost: 

Accumulative  Contract 
Cost: 

Accumulative  Supply 
Cost:  $800.00 

FY-80  MEDCASE  Cost: 

Periodic  Review  Results: 

Study  Objective:  To  establish  the  relationship  between  voice  severity  ratings 
and  acoustic  measurements  obtained  by  means  of  Linear  Predictive  Coding  for 
patients  with  voice  disorders. 

Technical  Approach:'  Patients  v/ith  various  vocal  complaints  who  were  seen  at 
the  Army  Audiology  and  Speech  Center  and  the  Otolaryngology  Service,  WRAMC, 
were  the  subjects  for  this  experiment.  Each  patient  recorded  the  vowel  /a/ 
at  a  comfortable  pitch  and  loudness.  Each  vowel  was  digitized,  inverse 
filtered  to  obtain  a  residue  signal,  and  measured  to  obtain  the  following 
residue  features:  pitch  perturbation  quotient,  amplitude  perturbation  quo¬ 
tient,  pitch  amplitude,  coefficient  of  excess,  spectral  flatness  of  the 
residue  signal.  These  six  measures  constitute  the  primary  independent  measure 
of  the  study. 

Two-second  samples  of  the  vowels  v/ere  randomized  on  audio  tape  and  pre¬ 
sented  to  a  panel  of  nine  speech-language  pathologists  who  judged  the  severity 
of  each  sample  on  a  seven-point,  equal-appearing  interval  scale.  The  nine 
severity  judgments  were  averaged  for  each  sample,  and  the  mean  severity  judg¬ 
ments  constitute  the  dependent  variable  of  the  study. 

Two  changes  have  been  made  in  the  procedures.  First,  a  two-second  sample 
has  been  digitized,  instead  of  a  400  msec  sample,  in  order  to  determine  if  the 
residue  feature  values  change  significantly  across  time.  Second,  the  speech- 
language  pathologists  have  been  asked  to  judge  the  severity  of  the  /oice 
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ing  interval  scale  than  quality  judgments  which  are  basically 
nominal.  Also,  judging  severity  is  a  routine  clinical  procedure  familiar  to 
al 1  the  judges. 


Progress  during  FY-80:  Forty-eight  male  and  forty-two  female  patients  with 
vocal  complaints  have  been  recorded.  The  mean  age  of  the  subjects  is  44.3 
years  with  a  range  of  18  years  to  76  years.  The  following  disorders  were 
represented  in  this  sample:  laryngitis  (16  patients),  vocal  nodules  (14 
patients),  unilateral  vocal  fold  paralysis  (12  patients),  vocal  polyps  (10 
patients),  vocal  papilloma  (5  patients),  spastic  dysphonia  (4  patients),  con¬ 
tact  ulcers  (one  patient),  and  undetermined  pathology  (28  patients).  This 
latter  category  included  those  patients  v/liose  diagnosi;;  was  not  complete  at 
the  time  of  the  recording,  or  patients  who  had  nc  visible  pathology  of  tiie 
larynx.  Each  of  the  ninety  patients  recorded  the  vowel  /a/,  and  the  residue 
featui'es  -were  measured  using  the  Speech  and  Hearing  Data  Acquisition  System 
(SHDAS). 

The  perceptual  judgments  of  severity  v/are  obtained  from  a  panel  of  nine 
speech-language  pathologists.  The  judges  were  instructed  to  rate  the  severity 
of  each  sample  on  a  seven-point,  equal-appearing  interved  scale  where  "1" 
represented  normal  voice.  The  judgment  procedure  was  ’'epeated  on  three  con¬ 
secutive  c'a^  .  ,  \/:th  t.ha  data  of  tiie  first  session  to  be  disregarded  in  '.ubss- 
quent  analyses.  The  average  correlation  between  the  second  and  third  sessions, 
across  the  nine  judges,  was  0.90  (range;  0.86  -  0.93).  The  interjudge  reli¬ 
ability,  calculated  with  the  data  obtair.ad  in  t(u;  third  ssssicn,  v;as  0.05. 

These  numbers  indicate  that  the  judges  were  consistent  between  and  within 
themselves. 

The  analysis  of  tiie  data  has  just  begun.  One  mult-'ple  linear  regression, 
using  the  six  residue  features  as  predictors  and  the  mean  severity  ratings  as 
the  criteria  has  been  '.Oi-ploted .  The  multiple  •■'rrelation  coefficient  for 
this  analysis  was  0.80,  indicatir.g  that  64-i  of  the  variability  in  the  severity 
ratings  'was  accounted  for  by  the  residue  features.  Additional  analyses  to  he 
performed  ir;clud£  separate  regre.ssion  analyses  for  all  combinations  of  the 
residue  features,  significance  tests  to  determine  which  features  contribute 
heavily  tc  the  renres'inn,  snl-m-half  mltiple  regrrscions •  -<rrf  a  multip''n 
discriminant  analysis  o;  tnc  disc.  • 

Humber  of  subjects  to  be  studied  before  completion  of  study:  50 _ _ 


Sericus/unexpectsd  side  effects  in  subjects  participating  in  project:  n/a 

Conclusions:  ~WFi  le  firm"  conclusions  cannot  be  drawn  at  she  presenT'TTm^  the 
magnitude  of  the  multiple  correlation  coefficient  is  certainly  encouraging. 
The  residue  features  appear  to  provide  quantitative  information  which  charac¬ 
terizes,  at  some  level,  the  functioning  of  the  voice. 

Publications  or  Abstracts,  FY-8C:  Not  applicable  at  the  preserr:  timie. 
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Work  unit  number:  :^S28 


Title:  The  Effects  of  Chronic  Low  Doses  of  Quinine  in  Tonic  Water  on  the 
Electronysagmogram  (.ENG)  in  Humans. 

Principal  Investigator:  Joan  T.  Zajtchuk,  COL,  MC,  USA 

Associate  Investigators:  Michael  J.  Dunne,  CAPT,  MC,  USN,  Rebecca  A.  Merriken, 
Capt,  USAF,  BSC,  John  S.  Jewell,  MAJ,  MSC.  USA,  Earl  V.  Wilkinson,  MAJ,  MC,  USAF, 
Susan  G.  Chadwick,  5  Hollis  J.  Nosier 

Starting  date:  S  November  1979 

Completion  date:  31  July  1980 

Status :  Final 

Facility:  Otolaryngology  Service  and  Audiology/Speech  Center,  Walter  Reed  r'.,y 
Medical  Center;  Toxicology  Department  and  Forensic  Pathology,  Department  of 
Pathology,  Armed  Forces  Institute  of  Pathology,  Washington,  D.C,  20012 

Service:  Otolaryngology 

Key  words:  low  dose  quinine,  tonic  water,  electronystagmogram 

Objective:  The  object  is  to  quanitate  the  ENG  response  in  humans  after  daily 
ingestions  of  low  doses  of  quinine  in  tonic  water  over  a  two  week  period. 

Technical  approach:  Four  control  subjects,  nine  test  subjects  drinking  52.5  mg 
of  quinine  in  tonic  water  daily  and  test  subjects  drinking  105  mg  of  quinine 
in  tonic  water  daily  were  tested  using  5  serial  ENG's  on  days  1,3,7,10  and  14. 

ENG  testi;ag  consisted  of  horizontal  and  vertical  gaze  OKN,  tracking,  positionals, 
positioning  bi-thermal  calories  and  fixation  supression  with  interpretation  under 
double  blind  conditions. 

Conclusions :  The  pilot  project  was  completed  using  the  above  test  groups.  All 
controlled  subjects  had  five  normal  E.NG's,  and  showed  no  habituation  to  calori 
stimulation.  The  nine  subjects  drinking  52.5  mg  per  day  of  quinine  in  tonic 
water  over  a  two  week  period  showed  no  ENG  abnormalities.  Three  of  four  subjects 
in  the  high  dose  group  (105  mg  per  day)  showed  positional  abnormalities  in  at 
leas  one  ENG.  Random  blood  quinine  levels  cannot  be  used  to  predict  the  inci¬ 
dence  of  s>Tiiptomatology  or  ENG  abnormalities  in  persons  drinking  chronic  low 
doses  of  quinine  in  tonic  water.  Transient  positional  abnormalities  may  occur 
in  persons  drinking  105  mg  of  qxiinine  in  tonic  water  daily. 

Number  of  subjects  ^o  be  studied  before  completion  of  study:  15 
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. ■ ious  or  unexpected  side  effects  from  subjects  participating  in  the  project: 
.'.one 

■iblications  or  Abstracts,  FY  80:  The  Effects  of  Chronic  Low  Doses  of  Quinine 
Tonic  Water  on  the  Electronysagmogram  CENG)  in  Humans,  is  being  presented 
>  a  poster  presentation  for  the  American  Academy  of  Otolaryngology  at  their 
national  meeting  in  September  1980  in  Anaheim,  California.  Additionally  the 
' '.msd  Forces  Institute  of  Pathology  is  presenting  the  data  at  the  Joint  Com- 
ittee  on  Aviation  Pathology  in  the  next  fiscal  year. 

ronds  utilized,  FY  80:  Approximately  $400.00  ufortli  allocated  out  of  the  clinic 
investigation  services  for  con.sumerable  supplies.  Susan  G.  Chadwick  and  Kollis 
J.  Nosier  had  travel  expenses  funded  for  the  poster  presentation  in  .Anaheim, 
California  for  this  fiscal  year. 


ending  requirements,  FY  81: 


None 


Date: 

6  October  1980  Protocol  Mo.:  2529 

Status:  Interim 

Title 

of  Project:  Effect  of  High  Frequency  Sensorineural 
Latency  of  the  Brain  Stem  Response 

Hearing  Loss  on  the 

Starting  Date:  upon  purchase  of 
instrumentation 

Estimated  Completion  Date:  2  yrs.  after 

starting  date 

Principal  Investigator;  Daniel  M.  Schvmrtz,  Ph.D. 


Associate  Investigators; 

Don  B,  Blakeslee,  MD,  MAJ,  MC 
Roy  K.  Sedge,  Ph.D.,  MAJ,  fiSC 
Robert  L.  Henderson,  MD,  COL,  MC 


Facii Tty; 


Dept/ S VC ; 


Army  Audiology  and  Speech 
Center,  WRAMC 


Department  of  Surgery,  Oto¬ 
laryngology  Service 


Key  Words:  Auditory  Brain  Stem  Response,  Wave  V  Latency,  High  Frequency  Hear¬ 
ing  Loss  and  Brain  Stem  Response 


Accumulative  MEDCASE 
Cost: 

Accumulative  Contract 
Cost: 

Accumulative  Supply 
Cost:  $25.00 

FY-80  MEDCASE  Cost: 

Periodic  Review  Results: 

Study  Objective:  To  calculate  the  slope  coefficient  for  predicting  the  degree 
of  latency  delay  on  the  auditory  brain  stem  response  created  by  the  presence 
of  varying  degrees  of  high  Trequency  hearing  loss. 

Technical  Approach:  Auditory  brain  stem  responses  are  recorded  monaural ly 
with  surface  disc  electrodes  attached  to  the  vertex  and  earlobes.  Responses 
to  acoustic  clicks  at  60  dB  SL  are  recorded  for  stimulus  rates  of  11.3,  30.3, 
60.3  and  80.3  per  second. 

Progress  during  FY-80:  Ho  progress  has  been  made  on  this  project  since  the 
instrumentation  necessary  to  record  and  store  the  brain  stem  response  data  was 
not  purchased  in  FY-80. 

Number  of  subjects  to  be  studied  before  completion  of  study:  IQQ 
Serious/unexpected  side  effects  in  subjects  participating  in  project;  n/a 
Conclusions:  'Hot  applicable  at  this  time.  “ 

Publications  or  Abstracts,  FY-80:  Mot  applicable  at  this  time. 


WORK  UNIT  t:0.:  2529 


FU.NDS  UTILIZED,  FY-80:  $25.00  for  gold  disc  electrodes 
FUNDING  REQUIREMENTS.  FY-81  : 

EQUIPMENT:  $35,000  for  a  versatile  microprocessor  based  auditory  brain 
stem  response  unit 

SUPPLIES:  $200.00  for  electrodes,  recording  paper,  electrode  paste 
TRAVEL:  $450.00  to  visit  the  Kresge  Heai-inn  Hesear'''h  Lab,  Nev;  Orleans.  \J\ 
REPRINTS/PAGE  CHARGES:  $650.00 
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Date:  7  October  1980 


Protocol  No.:  2530 


Status:  Interim 


Title  of  Project:  Test  of  the  Assumptions  Underlying  the  Comparative  Hearing 
Aid  Evaluation 

Starting  Date:  May  1980  |  Estimated  Completion  Date:  December  1981 


Principal  Investigator:  Brian  E.  Walden,  Ph.D. 


Associate  Investigators: 

Facility: 

Army  Audiology  and  Speech 

Joanne  M.  Crowley,  M.A. 

Center,  WRAMC 

Daniel  M.  Schv/artz,  Ph.D. 

t 

Dennis  L.  Williams,  M.A.,  CPT,  MSC 
Michael  H.  Mayer,  MD,  CPT,  MC 

Dept/Svc: 

Department  of  Surgery, 

Otolaryngology  Service 

Key  Words:  Comparative  Hearing  Aid  Evaluation,  hearing  aids,  validity, 
reliability 


Accumulative  MEDCASE 
Cost: 

Accumulative  Contract 

Cost: 

Accumulative  Supply 
Cost: 

FY-oO  MEDCASE  Cost: 

Periodic  Review  Results: 

Study  Objective:  The  purpose  of  this  research  is  to  test  the  assumptions 
which  underlie  the  comparative  hearing  aid  evaluation  [CHAE),  Among  the  ques¬ 
tions  to  be  answered  are:  a)  Do  clinically  and  statistically  significant 
performance  differences  exist  among  hearing  aids  preselected  to  be  appropriate 
to  the  patient's  hearing  loss?  b)  Does  the  same  instrument  tend  to  be  best 
for  all  patients?  c)  Are  available  test  materials  sufficiently  reliable  for 
use  in  hearing  aid  selection?  d)  Are  the  results  of  a  CKAE  stable  over  time? 
e)  Do  the  results  of  a  CHAE  predict  patient  performance  in  the  real  world? 

Technical  Approach:  Hearing-impaired  subjects  selected  from  the  Aural  RehabiT 
itation  Program  of  the  Army  Audiology  and  Speech  Center  are  administered  a 
m,odified  comparative  hearing  aid  evaluation  (CHAE)  using  three  behind-the-ear 
instruments.  The  binomial  model  Ut  .95  confidence)  is  used  to  determine  if 
significant  differences  exist  among  the  aided  monosyllabic  word  recognition  in 
noise  scores.  In  those  cases  where  the  inter-aid  differences  exceeded  chance 
performance,  two  additional  steps  were  taken.  First,  the  patient  was  allowed 
to  v/ear  each  of  the  three  instruments  for  an  extended  period  of  time  during 
the  week  following  the  initial  C.HAE.  At  the  end  of  this  trial  use  period,  the 
patient  indicated  which  aid  was  most  acceptable  and  which  was  least  acceptable 
Second,  following  the  trial  use  period,  the  CHAE  was  repeated. 


•  (corTt.  )” 7'^2530 


Progress  during  FY-80: 

Experir.ent.  /'1  "  Itiilially,  three  electroacoustically  similar  nearing  aids 
were  seleccco  for  use.  All  three  were  appropriate  for  use  with  high  frequency 
noise  induced  hearing  loss.  Of  the  75  total  inter-aid  comparisons,  only  seven 
difference  scores  exceeded  the  .95  confidence  level.  Since  tiiis  nuinber  of 
significant  differences  could  occur  due  to  chance  alone,  there  v/as  no  basis 
for  concluding  that  any  of  the  differences  among  aids  represented  actual  sig¬ 
nificant  performance  differences. 

Experiment  #2  -  Data  collection  has  begun  on  a  follow-up  experiment, 
identical  to  the  first  in  design,  but  utilizing  three  instruments  that  are 
electroacoustically  quite  dissimilar.  The  three  aids  are  all  housed  in  identi¬ 
cal  cases  and  a  double-blind  paradigm  is  being  employed  to  avoid  subject  or 
experimenter  bias.  To  date,  six  subjects  have  been  run  on  the  follow-up 
experiment.  Of  the  18  possible  pre-trial  inter-aid  differences,  ]'/.  exceed 
statistica’  '.ignificanco.  Ten  of  these,  however,  ware  between  Aid  C  and  either 
Aids  A  or  b.  For  the  post-trial  CHAE,  seven  of  the  18  differences  were  signi¬ 
ficant.  Six  of  the  seven  were  between  Aid  C  and  either  Aids  A  or  R.  The  data 
(to  date)  for  the  trial  use  judgments  reveal  thai:  the  subjective  acceptance 
ratings  were  consistent  with  the  word  recognition  scores  for  11  of  the  12 
significant  inter-aid  comparisons.  That  is,  v;hen  two  scores  were  signifi¬ 
cantly  diffrrant,  eitlicr  the  aid  that  scored  higher  was  the  most  preferred 
aid,  or  the  aid  that  scored  lower  was  the  least  preferred  aid.  Of  the  seven 
significant  inter-aid  differences  on  the  post-trial  use  CHAE,  four  were  con¬ 
firmed  by  the  subjective  judgments. 

A  comparison  of  the  pre-trial  and  post-trial  CHAE  word  recognition  scores 
revealed  that,  of  the  18  significance  pre-trial  differences,  only  five  were 
replicated  on  tho  post-trial  testing.  From  a  clinical  perspective,  the  aid 
of  choice  on  the  initial  CHAE  (i.e.,  the  highest  score  irrespective  of  stati.s- 
tical  significance)  v;ou!d  also  have  been  tiie  aid  of  choice  on  the  post-trial 
CHAE  for  only  three  of  the  six  patients.  Further,  the  aid  of  choice  on  the 
initial  CFt’'^  was  the  aid  preferred  by  the  patient  in  four  of  the  six  cases. 

The  aid  o'  hoice  on  tlio  post-trial  CH/'E  v;as  the  preferred  aid  ir.  two  of  the 
six  cases. 


Number  of  subjects  to  be  studied  before  completion  of  study:  sO _ 

Serious/unc'  /ccti.'!  si  f'.'  'effects  in  subjects  participating  in  p-ojeot;  n/c 


Conclusions:  The  following  tentative  conclusions  are  supported  by  the  data  - 

1.  Foi  hearing  aids  preselected  to  be  appropriate  to  the  patient's 
hearing  impairment  (i.e.,  electroacoustically  homogeneous),  the  frequency  with 
which  statistically  significant  inter-aid  differences  occur  does  not  exceed 
chance. 

2.  For  electroacoustical ly  dissimi lar  aids,  significant  inter-aid 
differences  in  word  recognition  occur  frequently.  In  general,  however,  rela¬ 
tively  few  interactions  between  aids  and  patients  are  observed.  Specifically, 
the  same  aid  was  genor-ally  poorest  for  all  patients. 

3.  There  is  not  a  high  degree  of  agreement  between  relative  word  recog¬ 
nition  scores  and  subjective  preference  ratings. 

Publications  or  Abstracts,  FY-80:  Not  applicable. 
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WORK  UNIT  NO.:  2530 
FUNDS  UTILIZED.  FY-8Q:  none 
FUNDING  REQUIREMENTS.  FY-81; 

EQUIPMENT:  $10,000  for  a  two-channel  diagnostic  audiometer 
TRAVEL:  $607.00  (to  present  results  at  a  national  meeting) 
REPRINTS:  $200.00 
PAGE  CHARGES:  $500.00 
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Title  of  Project;  Maintenance  of  Speech  Fluency  Following  an  Intensive 


stuttering  Thi 

erapy  Program 

Starting  Date:  2  September  1980  I  Estimated  Completion  Date:  31  August  1932 

Principal  Investigator:  Marcia  D.  Bond-Liebertz,  M.A. 

Associate  Investigators: 

Pamela  SilverwoocI,  M.A. 

Patryce  F.  Thompson,  :'./v 
Brenda  W.  Lchsen,  M.A. 

Joyce  Gurevich-Uvena,  M.A. 
Christine  Fair,  M.Ed- 
Gloria  Ch‘ ,  M.A. 

Robert  A.  Prosek,  Ph.D.  j 

Facility:  Army  Audiology  and  Speech  I 

Center,  i'RAMC  : 

f 

Dept/Svc:  Department  of  Surgery,  Oto-  i 

laryngology  Service  i 

1 
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Key  Words:  ''tutterfng.  Follow-up,  disfluoncy,  speech 


Accumulative  HEOCASE 
Cost: 

Accumulative  Contract 

Cost: 

Accumulative  Suoply 

uOSt: 

_  J 

FY-80  MEDCASE  Cost: 

Periodic  Review  Results: 

Study  Objective;  To  deter, -riine  the  extent  to  which  fluency  improvement  is 
maintained  by  adult  stutterers  participating  in  the  Precision  .^luency  Shaping 
Program  during  a  nine-month  period  following  release  from  treatment. 


Technical  P,  proacn;  fi,,rty  stutterers  who  are  p  -rcfciputing  in  Prccwjicr 
Fluency  Shaping  Program  at  Walter  Reed  will  be  tbs  subjects  for  this  study. 
Tape-recorded  telephone  monologues  will  be  obtained  from  each  subject  on  five 
occasions:  1)  prior  to  the  initiation  of  therapy  (baseline),  2)  immediately 
after  completing  the  program  (four  weeks  after  baseline),  3)  three  months 
oost-therapy,  4)  six  months  post  titerapy,  and  5)  ■I'ne  .'.onths  pcst-thorc-py . 
After  giving  permission  to  record  the  monologue,  the  subject  will  be 
instructed  to  speak  for  five  minutes  about  his  speech,  or  his  hobbies,  or 
about  any  topic  that  interests  him  (the  specific  content  of  the  monologue  is 
not  important). 

Two  general  measures  of  fluency,  percent  syl 
syllables  per  minute  (SP.'l),  will  be  obtained  for 
The  improvement  in  each  of  these  measurements  rei 
session  will  be  calculated  for  each  subject  for  each  cost-therapj,  recording. 
Aporopriate  statistics  will  be  applied  to  these  data  to  determine  if  the 
fluency  gains  made  by  tte  program  are  retained  when  the  subject  finishes 
t-'ca  tn.ent. 


Idbles  stuttered  (%SS}  and 
each  of  the  150  monologues, 
lative  to  the  baseline 


n  ^  r* 


o 


(cont.  )  -  #2531 


Progress  during  FY-80;  Detd  acguisition  has  just  begun.  Four  subjects  have 
been  recorded  in  the  baseline  and  immediate  post-therapy  conditions. 

Number  of  subjects  to  be  studied  before  completion  of  study:  30 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  n/a 

Conclusions:  Not  applicable  at  the  present  time.  ^ 

Publications  or  Abstracts,  FY-8Q:  n/a 


WORK  UNIT  NO.:  2531 

FUNDS  UTILIZED,  FY-80:  $251.60 

FUNDING  REQUIREMENTS,  FY-81 : 

EQUIPMENT:  Stop  watches  with  independent  reset  capability,  as  per 

original  protocol  (qty,  2;  cost,  $55.00  each). 

SUPPLIES:  Cassette  tapes  as  per  original  protocol  (qty,  88;  cost, 

$4.50  each). 

TRAVEL:  $750.00  (to  present  results  at  a  national  meeting). 


Work  Unit  Mo.;  2532 

Title  of  Project;  The  Effects  of  Age  and  Brain  Damage  on  Fluid  Intelligence 
in  Aphasic  Adults  with  Lesions  in  Dominant  Heini.spliere, 

Principal  Investigator:  Barbara  C.  Sonies,  MA 

This  protocol  has  been  terminated  due  to  lack  of  acceptable  patients  for  the 
project. 


For  o(  fafm«  »*•  AR  3<i0-15«  tK«  ptoponvnt  og^ncy  1»  TAGCES* 


>ra  THRU:  C,  Dept  of  Surg'ery  C,  Transplant  Svc 

/ 

TO:  C,  Dept  of  Clin  Invest 


24  Nov  80 


1.  Progress  reports  on  the  above  numbered  work  units  are  attached 

2610  -  ALG 

2615  -  Immunological  Monitoring 

2616  -  Graft  Vs  Host  •  Terminated 

2618  -  Intentional  Donor  Specific  Transfusion 

2619  -  Histocompatibility',  Antigens  d  Intersti  tiaT  Cysti  ti  s . 

2.  The  progress  report  on  .TJ  2615  is  expa  ied,  x-viewing  the  past  three  years  perfor- 

it_wi.  serve  as  a  final  report  "or  this  work  unit,  established  in 
1977,  which  has  provided  most  of  the  funding  for  transplant  research.  This  year, 
immunology  laboratory  work  supporting  the  remaining  approved  protocols 
(ALG,  Transfusion,  and  Thoracic  duct  drainage  -  HSC  approval  pending)  has  been  cha-'oed 
to  the  appropriate  work  unit. 

3.  Current  immunological  monitoring  work  bears  little  resemblance  to  the  1977  protoccl 
Therefore  individual  protocols  covering  the  seven  aspects  of  present  monitorinci  re¬ 
search  are  being  finalizedfor  presentation  and  approval  at  the  January,  1981  C.I.S. 
meeting.  Please  bear  in  mind  that  this  research  is  presently  in  progress  under  the 
expiring  wU  #2615. 


5  Enc 


...^fifA.  LIGHT,  MD 
COL,  MC 

Chief,  Transplant  Service 


DA//.r,:  2496 


REPLACES  OO  FORM  which  -3  OBSOLETE. 


11  October  1930 


Protocol  No;  2610 


Ijitoi'im  X 


[ulo  of  Project;  G  and  Kidney  Transplantation 


SxaruaisDate:  1973 


Principal  Investigator:  Light 


Associate  Investigators 


sti;n'  led  CuinfCidion  D ;> te:  Qc en;  present  add^n dj 

expires  1982 


Facility'; 


Walter  Reed  Anny  Medical  Center 


Dept/Svc 


Keywords: 


Imrnunosuppression;  Rejection;  Rejec.icn  Reversa 


Accumulative  TUIDCASK  I  Accumulative  Contract  [  Accumulative  Supply 

Cost:  flons 


FY-so  ivlsocasf;  Cost 


Perioede  Review  Result; 
(cc  i.-e  filled  ;n  by  DCI) 


Technical.  Appioach:  ]YansplanL  recipients  experiencing  severe  eViografi;  re 
which  had  to ;  i  nd  to  (■"•sno.nd  l.o  .^tandr.-,!  antirr-v  -or'  theren  ■  ren'nved  ALG 
therapy  inst-'Od  of  removing  tho  kidney.  T  ro:^.-tLes  were,  measured  ou.rir,g  t 
ment  scl'.eiuled  whicli  varied  in  length  from  6  t,-  it  day'  .and  in  done  from 
5-30  mg/:<g/day. 


0  be  stiulied  before  comoletion  of  .studv:  Approx.  50 


rl  c-r-"'  '  -  *  1  ..T-T.-i  A- 

LI  -•ui 

Co.uclusions:  Although  original  objectives  of  this  protocol  were  never  achieved, 
useful  original  work,  has  beer,  accomplished.  Rew  objectives  identified  altering 
approaches  under  protocol  addendum  during  thir  'iscal  year. 

Publications  or  Abstracts,  FY-rS0:ALG  Reverses  Irreversible  Rejection,  Abstract 
accepted;  oreurnted  Jub  80  to  "^ranspl  .  Society  ?-’s  re  putl  is^" nd  l-'yr  ,91, 


1 


Progress  (continued) 

ALG  had  been  previously  thought  to  be  efrective  only  as  prophylaxis  in  the 
early  post  transplant  period.  We  shoi-zcd  that  ALG  effectively  reversed  rejec¬ 
tion  episodes  resistant  to  standard  antirejection  therapy.  These  kidneys 
would  have  been  lost  to  rejection  without  ALG.  Our  work  defined  parameters 
when  ALG  should  be  used  for  rejection,  helped  define  duration  of  therapy 
needed,  and  showed  that  monitoring  assays  (performed  under  WU  2615)  failed 
to  predict  a  successful  outcome. 

Work  v;as  presented  at  the  VIII  International  Transplantation  Congress  in  1980. 
The  manuscript  will  appear  in  the  Transplant  Proceedings,  March,  1981.  Serum 
collected  from  patients  receiving  ALG  is  being  analyzed  for  ALG  levels  and 
will  be  compared  with  T-rosette  levels,  biopsy  or  nephrectomy  pathology,  and 
antibody  eluates  of  rejected  kidneys  v;hcre  appropriate.  This  will  be  original 
work  and  should  result  in  publication. 

New  work  under  this  protocv)!  is  detailed  in  the  addendum  submitted  and 
approved  recently.  Briefly  the  thrust  of  that  work  is  to  randomize  cadaveric 
transplant  recipients  into  two  treatment  n-oups: 

A.  Prophylaxis  -  ALG  given  for  20  days  starting  on  the  first  post¬ 
operative  day. 


B.  Nonprophylaxis  -  These  patients  v/ill  receive  ALG  only  if  they 
experience  graft  rejection  and  will  be  treated  for  only  8  days. 

The  hypothesis  is  that  ALG  given  only  for  rejection  will  lead  to  results 
equivalent  to  those  achieved  with  ALG  prophylaxis.  This  type  of  study  has 
not  been  performed  elsewhere  to  date. 

T-rosettes  will  continue  to  be  measured.  They  serve  two  purposes.  Failure 
to  produce  rosette  suppression  with  ALG  may  be  associated  with  a  poor  response 
to  ALG,  whereas  profound  T-rosette  suppression  may  be  associated  with  in¬ 
creased  opportunistic  infection. 


err 


For  u>«  of  this  •••  AR  340*t5*  propenont  o^»ncy  Ii  T  ^CCEN* 


Termination  of  V/U  2615,  Immunological  f-tonitoring  of  the 
Transplant  Recipient. 


t.  Dept  burgery Transplant  5vc 
C,  Clin  Invest  Svc 


DATE  bep  eO  cmt  i 

COL  Light/fs/61462 


1.  The  above  mentioned  work  unit  is  scheduled  for  termination  30  September  1980, 
unless  an  addendum  justifying  continuation  is  submitted  prior  to  that  date. 

2.  There  has  been  extensive  research  in  nearly  all  areas  specified  in  the  protocol 

which  have  yielded  negative  results  in  general,  Jocumented  in  an  abstract  earlier  | 

I  this  year.  These  results  and  other  unpublished  results  will  be  presented  in  the  j 

annual  report.  An  additional  abstract  on  monitoring  has  been  accepted  for  presenta-  i 
tion  in  November,  1980,  and  publication  in  1931.  Older  data  is  being  re-examined  using] 
newer  statistical  methods  and  may  be  helpful  •'n  explaining  the  lack  of  predictability  ' 
of  the  monitoring  assays.  i 

;  3.  Meanwhile  related  work  has  been  Initiated  examining  new  culture  techniques  and  j 
:  new  assays  for  cell  mediated  immunity  and  rejection  activity.  These  tests  look  very 
j  promising.  The  present  protocol  is  being  extensively  revised  and  can  be  submitted 
>  as  an  addendum  in  October  along  with  the  annual  report.  It  will  not  be  ready  by  the 
I  above  mentioned  deadline, 
s 

4.  Research  conducted  under  the  support  of  this  work  unit  supports  research  under 
Work  Units  2610,  2617,  and  2618.  Request  continuing  support  for  VJU  2615  for  one 
month  until  appropriate  addendum  is  created. 


MD 

MC 

Chief,  Transplant  Service 


Date:  5  Nov  SO 

1  Protocol  No:  2616 

St.ntus;  Inicrirn 

AfinalA 

jLAic  oi  JtTojecc: 

v_> 

Starting  Date; 

Isstimated  Coinoletion  Date; 

1980 

Principal  Investigator: 

Annable,  C.R.  COL,  MC 

Associate  Investigators: 

fione 


Facility: 

VJal  tey'  Reed  Army  ‘'.edical  Center 
Dept/Svo  Surgery/TranspTarit 


Key  Words: 


Accumulative  iVLEDCASE 
Cost:  fJof'S 


Accumulative  Couti'act 
Cost:  fione 


Acciunulative  Eupply 
Cost:  None 


FY-SO  MED  CASE  Cost; _  (;one 


PeiaocUc  lieviCvv  I-Ies-ats; 
(to  be  filled  in  by  DCI) 


•Study  Objective;  GVli  is  the,  major  problem  v/ith  bone  marrow  transplantation.  The 
objective  of  this  experimental  animal  protocol  was  to  determine  a  means  of  ob¬ 
viating  this  to  permit  BM  I'.ransplantation  ac-ro'?  a  major  histocompati - 

bility  barrier 


Technical  Approach:  Histoinconi[)',\tiblo  botie  marrow  donors  were  given  recipient 
antigen  at  intervals  prior  to  transplanting  their  bone  marrov;.  With  the 
appropriate  antigen  dose  and  timing,  lethally  irradiated  recipients  could  be 


successf;  My  '’curiot  i  out-'';!  v/ith  allug-Tiaic  bo  a  rurvov.-  r-itho^-t  ary  G' 
the  resu :  ,s  v;ere  premis  iny ,  v;or'k  v;as  ruspendec  vWien  Me  primary  'inve: 
reassigned.  No  abstracts,  pu'.-l  ications  nor  final  rep(>r'~.  was  written. 


A1 thnuc 

jatOV  v.'j 


Progress  during  FY-80: 


None 


Funding  utilized,  FY-SO;  $-i,SOO 

N’.in-.ber  of  subjects  to  be  sbidied  before  compleidoa  of  study:  N/A 

SoriousAmc.'cpected  .side  effects  in  subjects  Dar'liciivatlne:  in  project; 

N/A 

Conclusions:  Recommend  termination 


Publications  or  A.b.stracts,  FY-SO: 


None 


► 


Date;  6  November  1980  I  Protocol  No:  2618 

.Status /^InteriirL/ 

Final 

Title  of  Project;  Intentional  Donor  Specif  :  Pretransplant 
Transfusion 


Starting  Date;  Aporoval 

date  lEstimated  Coiiii'iletiou  Date: 

193.1 

Principal  Investigator; 

Light,  J.A. 

Associate  Investigators: 
Kumar,  Oddenino,  Diggers 


Faciliti'': 

Walter  Reed  Army  Medical  Center 


|Dept/Svc  Surgery/Transplant 


i\ey  V/ords; 

Transplant,  Transfusion 


Accumulative  IMEDGASE 

1  Accumulative  Contract 

Ac curriul alive  .Supply 

Cost: 

1  Cost; 

1 

1 

Cost: 

1 

FY-SO  MEDCASE  Cost: 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective:  1.  Decrease  incidence  of  rejection  and  improve  long  term 
results  of  transplantation. 

2.  Determine  which  type  of  blood  is  most  efficient. 

3.  Determine  antibody  production  to  T  and  B  lymphocytes  and  red  cell  antigens 
with  the  types  of  transfusion. 

4.  Measure  MLC  and  CML  responses  before  and  after  transfusion. 


Technical  Approach;  Recipients  receive  either  fresh  or  stored  donor  specific 
blood  transfusion  at  two  week  interval ■  prior  to  transplantation.  Frequent 
antibody  screens  and  crossmatches  are  performed.  MLC  and  CMC  assays  are  per¬ 
formed  before  and  after  transfusion. 


Pi'ogress  during  FY-SO;  _5 _ patients  have  been  entered  in  the  study.  Pre¬ 

liminary  observations  suggest  that  both  types  of  blood  are  effective.  Sensi¬ 
tization  rates  may  be  decreased^  by  using  stored  blood  rather  than  fresh  blood.  Th 


will  be  si.grn.fTran.t-c^r,t-r; bittion  si ncg' present!  v  about  35'.  o 
Number  of  subjects  to  be  studied  before  completion  oi  stuclv:  20-30 

f- recip-ieHto  are  ser 
.  /ti/ed  by  the  trans 

Serious/iaie.-qDected  side  effects  in  subjects  p;u-ticipatmg  in  project: 

/fusion  process. 

Conclusions:  iione 


2S3 


Publications  or  Abstracts,  FY-SO: 


None 


CLi!i'.LC>.L  ii-vVESTluA'i  lul;  PnOGn/.i-i 


>,or  -:  tip  it.  lio.:  2618 

Pu:-;d3  br.i  1  . --.r-^d  .  FY-oO: 

funding  Keuuirep'.ents .  Fi'-fcl:  $19,562.00 
Personnel :  (name  and  grade) 

EoulDrr'.ent :  (describe  in  detail  including  cost) 

Sui3p.li.g_sj.  (consLi:.i3ble  ,  animal  purcnase  )  coiusurnahl e $1^400.00 

Patient  .'0,  0 

Travel :  (mission  oriented,  tr-ainiug  and  ;^resentatio,'i}  Mission:  i.'sti.C 

Conference;  S.iOC' 

Other :  (equipment  rentals,  contracts  for  service,  anima].  care  'rncl 

reprints)  Reprints  and  reproduction.:  S500.00 


MLC,  C-ML  40  xSlSO.OO 
Ab  Screen  80  x  SC.  00 
Crossmatch  40  x  150.00 


1 

^  Pof  j**  of  A!?  09*«ey  U  TACCEM. 

;  C’ O^'iCS  ST-dCL 

vjbjsc: 

4 

1  flSWP'SOT 

Response  to  Reviewer  Comfr^snts 

on  U/U 

2&I8 

J 

) 

1  C,  Dept  of  Clin.  Invest. 

C,  Transplant  Sve 

DATE 

29  Dec  30 

CMT  1  1 

:  1.  This  protocol  was  approved  in  July  1980  and  details  of  the  work  to  be  perfortied 

■  are  in  the  reTerenced  protocol.  T.-io  fund^ig  request  for  19Si  represents  tiie  c.osts 
:  the  experimental  studies  to  be  performed.  This  work  was  previously  done  under  the 

■  funding  for  V//U  2615  which  has  now  expired. 

^  2.  Our  present  plans  are  to  change  our  funding  requests  from  one  large  work  unit  (a'.. 

:  it  was  for  the  past  several  years  under  VJ/U  2615)  to  specific  funding  for  each  protocol 
!  The  funds  requested  to  support  W/J  2613  reflect  that  administrative  change.  Further 
,  description  of  the  specific  funding  requirrment  is  attach°d. 


Cltiei  ,  Transplant  .Service 


Stahisl^ntcrim 


Date:  6  November  1980 


Trx'otocol  No:  261  9 


Title  of  Project;  Hi stocompatibil i ty  Antigens  and 
Interstitial  Cystitis 


i-'mal 


Start! gg;  Date:  1980 


tSstImated  Completion  Date:  1981 


Principal  Investigator:  Fowler/Light 


Associate  Investigators: 


Key  Words: 


HLA,  cystitis 


Facility: 

Walter  Reed  Army  Medical  Center 
jpept/Svc  Surgery/Transplant 


Accumulative  jMEDCASE 
Cost: _ 


Accumulative  Contract 
Cost:  _ 


Accumulati’,-e  Supply 
Co;;t; 


FY-SO  IVIEDCASE  Cost; 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective;  jo  determine  whether  patients  with  interstitial  cystitis  have 
a  particular  histocompatibility  profile  which  might  be  associated  with  the 
disease. 


Technical  Approach:  _ patients  were  tissue  typed  for  HLA  -  A,  B,  C  and  Dr. 


Progress  during  FY-SO:  Tissue  typing  has  been  completed.  Data  Analysis  pre¬ 
sently  being  completed.  Work  will  be  completed  in  this  FY. 


Number  of  subjects  to  be  studied  before  completion  of  study:  Study  completed 
Serious/unexpected  side  effects  Ln  subjects  participating  in  project; 


Conclusions: 


Pending 


Publications  or  Abstracts,  FY-SO:  None 


t  7  1 
V .  ■  t. 


CLIfJiC/tL  I  i"  ViST  I.GA T lOi:  Fi-'riC’ 

'  o  f "  >•-  0  n  1  u  n o  .  iSI  9 

■-ands  utilized.  FY-80:  Mew  Project  -  No  funds  used  in  80 

■-unding  Reouiren’.ents  .  FY-ol:  $4 ,1 98 

Personnel :  (name  arid  grade) 

Eauipment :  (describe  in  detail  inc3.udj.ng  cost) 

Supplies:  (consumable,  animal  purmase)  consumable;  $3,173  (19 

mission:  $475 

Travel :  (mission  oriented,  training  and  P''e^eritat:.on )  ^2oo 

Other :  (equipment  rentals,  contracts  for  service,  animal  care  and 

reprints) 

Reprints  and  reproducUon;  $35^ 


7 


[  Far  *jim  af  rH i >  fdr"v»  »••  AS  340-15,  fS«  proponent  apvncr  iJ  TACCSH. 

1  sefE^t-ce  off'CE  iTMBo.  I  subject 


HSWP-SOT 


C,  Dept  of  Clin  Invest 


[Response  to  Reviewer  of  APR  W/U  #2619 


C,  Transplant  Sve 


29  Dec  1980  ^mt i 


1.  This  protocol  was  approved  24  June  1980,  but  funds  were  apparently  not  allocated. 
Nonetheless  tissue  typing  studies  were  completed  on  19  patients,  since  the  primary 
investigator  was  leaving  WRAMC  shortly  thereafter.  Twelve  of  these  patients'  typings 
were  included  in  the  statistical  analysis.  A  manuscript  has  been  drafted  and  is 
being  revised  prior  to  submission  for  publication  The  abstract  is  attached. 

2.  Funding  request  submitted  for  FY  31  represents  the  cost  of  the  work  already  per¬ 
formed  in  FY  80  and  nubl ication/presentation  costs. 


jJTWMrX^ilJGHT,  I'iD 
COL,  MC 

Chief,  Transplant  Service 


DA  2496 


JO  FO»M  S  obsolete. 


5  73 


Abstract 


We  studied  the  histocompatibility  profiles  in  12  Caucasian  patients  with 
convincing  clinical  and  cystoscopic  evidence  of  early  interstit'al  cystiti 
There  were  no  statistically  significant  increases  in  HLA  -  A,  B,  C,  or  DR 
in  these  patients  when  compared  with  a  control  population.  Susceptibility 
to  early  interstitial  cystitis  does  not  appear  tc  be  associated  with.  KLA. 


Date:  14  October  IPAO  I  Proto  col  No:  ?RnQ  Status:  lT:teriin  yy 

Title  of  Pi'oject: 

I'inal 

Relationship  betv;een  Prostatic  Cancer  and 

Excretion  of  Urinary  Cholesterol 
\ 

Starting  Date; 

[sstimated  Comuletion  Date; 

Pi'incipal  Invesd 

gator:  Y.C.  Uonq,  Phd 

1 

Associate  Investigators : 

David  G.  McLeod,  MD,  COL,  MC,  USA 
Eustus  'ielson,  MD,  CPT,  MC,  USAF 


Facility: 


Dept/Svc  Urology 


Key  Words: 


prostate,  CA  and  non-esterfied  cholesterol 


Accumulative  IvIEDCASE 
Cost: _ Q _ _ 


Accumularive  Contract 
Cost:  n _ 


Cost: 


-0- 


FY-SO  MEDCASS  Cost: 


Periodic  Review  Results: 
(to  be  jailed  in  Ijy  DCI) 


Study  Objective: 


To  determine  urinary  levels  of- non-estrified  cholesterol  in  patients  with 
carcinoma  of  the  prostate;  Attempt  to  establish  a  correlation  between 
elevated  urinary  levels  of  N.E.C.  in  various  stages  of  Prostatic  CA,  and 
hopefully  utilize  this  method  as  a  means  to  earlt  diagnosis  of  the  disease, 
and  as  a  prognostic  indication. 

Technical  Approach:  24  Hour  urine  specimens  are  obtained  on  patients  with 

carcinoma  of  the  prostate,  ilo  funds  needed. 


Progress  d'oring  FY-80:  Several  samples  were  obtained  and  sent  to  Howard  University 
but  vie  got  behind  due  to  other  protocols. 


Number  of  .subjects  to  be  shadied  before  corr.oletioa  of  study: _ ^ 

Serious/iinavcpecteJ  side  effects  in  subjects  participating  in  project; 


_ N/A 

Co'.icUtsions: 


Publicaticns  or  .Abstracts,  IW-SO: 


None 


Final 


Ti:ie  of  Project:  y^g  yaiue  of  excretory  urography,  cystography  and  cystoscopy 
in  the  evaluation  of  adult  women  with  urinary  infection. 


Stortin?  Data: 


IstiiTiaiad  Coiupletiou  Date:  Como!  eted 


Principal  Investigator:  MAJOR  JACKSON  E.  FOWLER,  JR.  MD,  MC,  USA 


Associate  Investigators: 


Facility:  Walter  Reed  Army  Medical  Center’ 
Washington,  D.C.  20012. 

Dept/Svc 


KoyV/ords: 

_ Urinary  I nfections _ _ _ 

Accumulative  ME.QCASE  Acoiunulative  Contract 

Cost;  Cost;  _ 


Acciunulative  Suoolv 
Cost: 


FY-SO  IvIEDCASS  Cost: 


Study  Objective: 


Periodic  Ee-'/iew  Pi.esulcs:__ 
(to  be  filled  i  n  bj  D  Cl) 


Cost  containment  of  the  v;ork-up  of  urinary  tract  infections. 


Technical  Apotoacu.. 


Progress  during  FY-SO: 

Doctor  Fowler  left  the  Service  in  September  l^SO^so  I  assume  he  completed  this 
project  before  he  left. 


bar  of  s'abiects  to  be  studied  befoi’e  comoletio.'i  of  study. 


Serious/une'cpected  side  effects  in  subjects  particioiiting  in  project; 


Conclusio.TS: 

I  had  nothing  to  do  with  this  project.  I  am  sure  that  Doctor  Fowler  cleared  th 
project  with  Doctor  Stutzman  to  begin  it. 

Publications  or  Abstracts.  FY  SO:  None 


Date:  October  1980  llhrotocol  No:  2812 

Status:  Iriterr  1  x  j 

Title  of  Project: 

Human  Chorionic  Gonadotropin  (HGT)  Producing  Cells  in  Seminoi 
Tumors  of  The  Testis:  A  Prospective  and  Retrospective  Correl 

Uictnlnn'/  anri _ PornnncQ.  tn _ Tho,»ar)>> 

Idnal  [ 

j 

inatous  Germ  Cell 
ation  with  Tumor 

KaxtingiData:  ?5  Mar  1980  Estimated  Comuletion  Date:  t  Vpa- 

Principal luvesdgaior:  McLEOD,  MD,  COL,  MC,  USA 

A.ssociate  Investigators: 

CHARLES  DAVIS,  COL,  MC,  USA 

SUSAN  KERN,  OPT,  MC 

Facility: 

V/RAMC 

Dept/Svc  Urology,  Pathology,  AFIP  Genito-urine 

o  o  1 

Keywords; 

Testis  Tumor  (Seminoma) 


Accumulative  TtEDCASE 
Cost:  0 

Accairauladve  Contract 
Cost:  n 

Accumulative  Supply 
Cost:  n 

FY-SO  MEDCASE  Cost: 

Periodic  .Pe 
j  (to  be  fills 

:’/isw  Pvesults: 

d  in  by  DCI) 

Study  Objective: 


To  see  if  there  is  any  correlation  between  HGC  producing  tumors  and  degree  of 
malignancy  'in  seninomias. 


Techxiical  Approach:  We  are  trying  to  collect, for  examination,  tissue  blocks, 
as  outlined  in  the  protocol.  No  funds  asked  and  no  funds  needed. 


_  Progress  during  FY-SO:  Little  progress  has  been  made  as  most  tissue  blocks  are 
in  a  v/arehouse  at  Fort  Meade,  Maryland,  but  Doctor  Kern  is  pressing  ahead. 


t  i  c  g ’  _ hi  nr  leg _ 

Nu.rr.ber  of  .'xuJtxVS'r’liixto  be  studied  before  co.mpletio.a  of  .■^cud', '50-60 

Oa-goino  . 

Serious/Luie.'opected  side  effects  in  subjects  paaficipatuig  in  project 

None 

Conclusions:  None  at  present 

Piiblicaticns^ or  AI,':->!:racts, 


FY-SO: 


None 


’rotocol  No;  3 


I  Status:  1  uta  oi  tn 


I'itial  X 


Title  of  Project;  Alpha  fetoprotein  (AFP)  and  human  chorionic 
gonadotropin  (HCG)  producing  cells  in  non-semi ncmatous  germ  cell 
tumors  of  the  testis i  a  retrospe'ctive  correlation  with  serum  AFP  and  liCG  levels 
-tumor  hi,s.talogy  3asLj::Q^poivs.a-to--ih-^p^ 


Stoxting  Date:  25  Mar  P,0 


'r? 


Estimated  Completion  Date: 


JIIA. 


PrLncipal Lnvestigator:  poWLER,  JACKSON  E.  JR.  MD,  MAJOR »  MC,  USA 


Associate  Investigators; 

RAY  E.  STUTMAil.  MO,  COl.,  MC,  USA 


Facility; 


WRAjMC 


Dept/Svc  urology ,  PATHOLOGY  &  GU  BRANCH  OF 


Key  Words; 


Cystic  tumors 


Accumulative  r.IEDCASS 


Cost; 


JL 


Accumulative  Contract 
Cost:_ _ Q _ 


Accumulativs  Supply 
Cost:  n _ 


FY-SO  J.IEDCASE  Cost: 


Pcrioclic  Revie-.v  P.es'ults;^ 
(to  be  filled  in  by  DCI) 


Study  Objective: 


To  see  if  there  is  any  correlation  between  i.iiiiior  markers  and  degree  of 
malignancy. 


Techrical  /■pproach; 


Progress  diuirtg  FY-80: 


Number  of  subjects  to  be  sb.clied  before  completion  of  sb.'-:ly: _ 

Serious/imexpacted  side  effects  in  subjects  participatLng  in  project: 

None 

Cop.clusioas: 

Compl ete 

Piibric;ation3  or  Ab.stracts,  FY-bO: 


i.'one 


» 


Date;  13  October  1980  Ih-otocol  No:  ?R1S 

St;itus;  Ir.terim  y-^y 

Title  of  Pi’oject:  ^ 

An  Epdemilogic  Investigation  of  Testicular  Cancer 

linal 

Starting  Date:  ??  Mav  1980  Estimated  Comuletion  Date; 

2  _ 

Principal Investigar.or:  E.  STUTZMAN,  MC,  COL,  MC,  USA 

Associate  Investisfaiors : 


Facility:  Walter  Reed  Army  Medical  Center 
Washington,  D.C.  2C'i2 


Dspt/Svc  Urol 00'/  Service 


Key  Words: 


testi  tumors 


Accum'olative  liIZDCASE 
Cost: _ Q _ 


Accumulative  Contract 
Cost: _ 0 _ 


Accuxa'olativa  Supply 
Cost;  n 


FY-SO  IvIEDCASF  Cost: 


-0- 


Perioclic  Review  Results: 
(to  be  fRled  in  by  DCI) 


Study  Objective: 

To  determine  epidemilogical  characteristics  of  testicular  tumor  patients 


Technical  Approach: 


Case/Control  study  -  Intervievrlng  patients  both  as 
inpatients  and  outpati ents .  There  is  no  funding  needed. 


Pro^Tess  during  FY-SO: 


Study  is  progressing  vvell.  Staff  has  been  '/ery  suc- 
portive  and  patients  are  interested  in  cooperating 
with  researchers.  Approximately  20-30  patients  studied  to 

- - date 


Number  of  subiec^s  to  be  .sirudied  before  comoletlcn  of  yhidv: 


Serious/iuaeOT&cted  side  effects  in  subjects  pai'McipatLng  in  project: 
None 


Co.nclusions: 


Publications  or  Al'.stracts,  FY-SO: 


None 


t 


Dgt^:  ioor\  |Pr'''‘ocol  No:  99g^ _ StgUis:  Iri.'irim  •; 

^  '  '  _ Ktial 

Title  of  Project;  Neovascularization  of  the  Microvascular  Free^-flap 


Starting  Dtite: 


Principal  Investigator:  j  _  ^  ^ •  i-tajor,  MC 


Associate  Invostigo.tors: 

H.D,  Peterson,  COL,  1!C 
Sp  4  H.  Callahcin 


Facility:  Walter  Reed  Amy  l-!edical  Center 
and  Walter  Reed  Arav  Institute  of  P. e s e 

Dept/Svc  Plastic  and  Pveconstructive  S  '; 


Key  Words: 

Neovascularization  Microvascular  Free  Flap 


Accumulative  r.iFDCiVSS 
Cost: _ _ 

FY-Si)  MFD*'’:\SE  Cost: 


Accumulative  Contra.ct 
Cost: 


Accumulacive  Supply 
Cost: 


Periodic  Revia'.'.’  Resul‘'s:_ 
(to  be  filled  in  by  DCl) 


Vive  desp'vte  occlusioir  (.lig*— feeding  vessels  of  the  flap. 
The  study  iu  mission-orientated  because  the  infomation  obtained  will 
indicate  v/tien  the  secondary  bone  grafts,  nerve  grafts  or  tendon  graft 
maybe  saf'  ly  performed  on  p.itients  folloN'ing  successful  '  free- flap  c'; 
erags  for  traumatic  guii"Shot  wouods  or  blast  injuries  to  the  lower  ex 
trerr.ity. 

’Technical  Approach;  Microvascular  free-flaps  based  on  the  inferior 


epigas; 


■'.■es.sels  are  udoc'  for  the  cani.r.c  model  this. 


Progress  d  fiug  FY-80;  The  results  vere  obtained  in  eight  dogs:  primary 
data  indicates  that  the  microvascular  free-flap  may  survive  following 
lipetion  of  the  vessels  at  post-op  f'.velve  C12-)  days. 

Number  of  subjects  to  be  studied  before  completion  of  study:  60 _ _ 

Serious/iuiexpectod  side  effects  in.  subjects  parrlcipating  in  project; 


Conclusions:  piixal  conclusion  may  not  be  drawn,  until  completion  of  ths 
study  on  all  canine  models,  The  preliminary  data  is  promising, 


r 


Addendu.n  to  FY-SO  Annual  Pr 


-;ress  Report  (  APR  )  for  Work  Unit  v2501 


Funding  Budget  Justification  for  FY-cl 


This  research  project  was  designed  to  be  carried  out  during  the  latter 
portion  of  FV-30  and  the  entire  portion  of  FY-Sl,  and  may  possibly  e;:tend 
to  the  first  2  months  of  FY-S2. 

According  to  the  protocol,  neovascularization  (  the  specific  post-operative 
time  intervals  requir^’^d  )  on  -ij  iccessful  .Tiicrovascu  i  ar  .'rc-c-  'laps 
of  dogs  will  be  studied,  so  as  to  oo:ain  the  necessary  s ta cis t ica 1 ly 
significant  cata. 

During  FY-SO,  Satisfactory  results  were  obtained  from  the  work  performed 
on  8  dogs.  Therefore,  during  FY-81,  further  research  work  is  necessary 
to  be  performed  on  the  remaining  52  dogs. 

rrom  the  allocation  on  the  FY-80  Buget  Funding,  consumable  supplies  were 
acquired  for  the  work  on  20  dogs.  (  This  is  the  only  money  or  funding 
spent  on  this  project.)  Therefore,  during  the  FY-Sl,  further  funding 
budget  is  necessary  so  as  to  obtain  the  consumable  supplies  for  the 
operative  investigation  of  the  other  40  dogs.  (  This  had  been  previously 
checked  out  with  Mr.  Burton  and  MA.J  Reed,  and  was  considered  to  be  correct. 

The  continuation  of  this  research  project  is  highly  desirable,  because  it 
is  directly  applicable  to  clinical  situations,  and  is  mission  essential  in 
the  surgical  care  of  military  personnel  sustained  with  gun-shot  or  shrapnel 
wounds  of  the  lower  extremities  as  well  as  in  the  management  of  soldiers 
with  open  fractures  of  the  tibia  and/or  fibula  (  motor-cylcle  or  jeep 
accidents  ), 

It  is  planned  that  the  findings  and  conclusions  of  this  clinical  research 
project  will  be  presented  in  the  national  meeting  of  the  ?la.:>tic  Surgery 
Research  Council  in  the  Spring  of  15S2. 

Funds  requested;  33,930. 


U'orV.  Unit  N'o.:  31. iS 

Tide  of  Project:  Immunologic  Mechanisms  of  Cutaneous  Reactions  to  Inhalant 

Investigators : 


Princioal; 


Richard  D.  deShazo,  M.D. 


Associate: 


H.M.  Dvorak,  M.D. 


Obj  ectives :  To  define  the  immunologic  mechanisms  responsible  for  untoward 
cutaneous  reactions  seen  with  the  Injection  of  inhalant  allergens 

Technical  Approach:  Immediate  hypersensitivity  skin  tests,  punch  skin  biopsy, 
light  and  fluorescent  microscopy,  HAST  IgE. 

Progress  and  Results:  During  the  Last  year  we  have  .oncluded  th.e  originally 
initiated  work  in  collaboration  with  investigators  at  FAMC,  extending  our 
observations  00  the  etiology  of  late  cutaneous  allergic  responses  to  antigen, 

Tnis  protocol  has  invoJ.vod  the  use  of  and  antihistimines  ana  aspirin 
in  an  attemps  ..o  block  Ch.:  late  cutaneous  allergic  r'.r.i.case.  In  additioa,  we 
have  observed  the  effecim  of  these  antihistamines  on  insulin  reactions;  which 
we  are  studying  under  a  separate  protocol.  The  work  of  last  year  has  been  extended 
by  observing  the  histology  of  blocked  late  cutaneous  reactions  using  punch  biopsy 
and  1  micron  vio.iia  sLain  sectloa.u.  TLiUse  sections,  ■,.L;:aineJ  on  I  patients,  r.c.^u-Ais 
that  reactions  whlcLi  appeared  to  bo  blocked  clinical.ly  by  comnor,  antihistar.ine 
combinations,  are  indeed  blocked  !-.istopaChologically  35- veil. 

To  su-mmacice,  dur  j  rig  this- protocol  t.-e  have  beet,  able  to  e-.'.tablinh  tV.at  lata 
in  time  dermal  reactions  to  antigens  which  occur  after  intradermal  injection  of 
ragweed  are  IgE-mediated,  These  reactions  nay  be  blocked  by  oombinations  of 
.and  antihistamines.  We  have  further  established  that  histamine  itself  is 
unable  to  induce  such  lata  reactions.  Therefore,  a  pharmacologic  mediator  other 
than  histamine  appears  to  be  acting  either  alone  or  in  conjunction  with  histamine 
at  lilstamine  receptors  to  provide  the  vasepermeability  evant  necessary  f.or  sub¬ 
sequent  late  reactions.  Since  aspirin  has  no  effects  on  these  responses,  the 
.ii.itor  is  pr-cb-ibly  not  prustaglandin  ■  These  important  findings  form  the  ha.iis 


•'or  further  re  ii  'oojiig  carried  on  by  a  n'lniber  .if  in.  igator ;  to  r;-.' -'■nier 


?2 


characterize  IgE-mediated  late  in  time  reactions. 


Funding  Regcireraents  for  FY  81: 

The  principal  investigator  for  this  protocol  has  left  service  and  therefore 
the  protocol  is  to  be  terminated  at  this  time. 

Publications; 

1.  deShazo  RD,  Levinson  HI,  Dvorak  HM,  Davis  RW.  T.ate  phase  skin  reaction. 

J  Immunol  122:692,  1979. 

2.  Smith  JA,  Mansf  i.cld  LE,  deShazo  Rd  ^  '-’clson  HS .  An  evaluation  of  the  pharmacol  ogic 
inhibition  of  the  immediate  and  late  cutaneous  reaction  to  allergen.  J  Allergy 
Clin  immunol  65:119,  1980. 

Presentations : 

Presentations  were  made  on  the  basis  of  the  work  at  the  American  Academy 
of  Allergy  in  1979  and  in  1980. 

Complications :  None 
Type  of  Report;  Termination 


Date:  20  October  1980 


Protocol  No: 314 


Inter  Jin 


-----  Oi -tcroject:  ^earophysiolog Lc,  Immunologic  and  Biochemical 
Aspects  of  Bronchial  Asthma. 


Date:  8  March  1977 


'stlrriatecl  Comolctloii  Date.  o^t-nVipr  1981 


Principal  Investigator:  Laurie.  J.  Smith,  M.D. 


Associate  Investigators: 

Richard  Evans  HI,  CCL  MC 
Richard  Summer s,  LTC  MC 


Facility:  Allergy-Immunology  Service 


iDept/Svc 


Accumulative  M£DC:VfiE 
Cost: _ _ 


FY-SO  1.IEDCASF  Co. 


Ac.curaiilative  Contra: 
Cost: 


Accumulative  Supply 
Cost: 


Study  ODjective:  To  characterize  a  group  of  atopic  asthmatics  by  their  alpha  and  '  _• 

beta  adrenergic  as  well  a.s  cholinergic  responses,  looking  i.n  particular  for  a 
cholinergic  icJialance. 

Technical  Approach:  All  patients  o-ill  have  extensive  initi.al  allergy  worVup  inc] \iclinp 
skin  testing  to -inhalant  a.I.lergens  and  an  antigen  bronchial  challenge.  The  following 
'tests  will  be  performed  at  NTH;  1)  Oral  aspirin  cnallenge;  2)  Eccrine  sweat  rsnpnnser- 
to  saline  mech'.il-.l  ::d  proprano To  I. ;  3)  Pup  i  l.lometry  tc  inoasure  pupil  '.o 

Carhachol  and  Phenylechr iua ;  4)  Response  oi'  cyclic  niicliiotides  to  intrav  i:\ous  in-j  ectiemr 
of  very  low  dooes  of  isup:-'!.  The  following  tests' w  Til  he  performed  at  ',T:A.MC  Allergy 
Clinic:  1)  M-  -horyl  bronchial  ci'.a.I. tenge  with  air  a, a!  Hu/t;2;  2)  llistamlni  bronchial  cK.-ki 
lenge  with  air  and  He/02,  Note:  Certain  equipment  r.ust  be  expanded  and  medif-ied. 


inc  a 


Progress  duri:  FV-HO:  Wo  uavu  excciidej  our  stud;  .roup  inc’.'.'.  s  Jl  par-'-nt^  rf  -'i;'',  ■■ 

v/ith  cystic  fii^roxis,  4- patienrrs' wd  tlr  iutr  '  nsic  9  patierri  s  with  allergic  rhir,.:  ti 

•and  IG  nonaliergic  aotrual  control  and  23  allergic  as  rhaiat  ics  .■  These  .subjects  have  all 
undar~»3ne  studies  of  alpha  adrenergic  and  cholinergic  nercous  sy;iten  and  some  have  under 
gone  studies  of  beta' adrenergic  nervous  sy.stem.  . 

-ICi  more  •sothcMtic.'.  are  ;  r.  It 

- - 2  Rrou-  s;  1)  al  j  er;,  '. ' 

of  subieclo  to  be  sfudied  before  completion  of  study:  .jsthma,  2)  exercise  asthma 

.b-i-io'us/ua-s.'cpected  side  effects  in  subjects  participating  in  project:  Mo-,e 


Conclusions : 


In  summary: 

1)  Allergic  asthmatics  show  increased  sensitivity  to  alpha  adrenergic  and 
cholinergic  stimulation  and  decreased  sensitivity,  to  beta  adrenergic  stimulation, 

2)  Intrinsic  asthmatics  show  these  defects  similarly  but  to  a  greater  degree. 

3)  Patients  with  cystic  fibrosis  and  their  parents,  with  and  without  asthma, 
also  demonstrate  these  abnormalities. 

4)  These  studies  suggest  autonomic  nervous  system  abnormalities  are  not  enough 
alone  to  result  in  bronchial  asthma. 

5)  There  have  been  no  serious  or  unexpected  side  effects  or  complications  in 
subjects  participating  in  this  study. 

Publications  or  Abstracts,  FY-80: 

1.  Abstract:  Autonomic  nervous  system  dysfunction  in  patients  with  cystic  fibrosi 
L.  Smith,  M.  Kaliner,  P.  Davis,  J.  Shelhamer.  V.  Hubbard,  ,1.  Allergy  Clin,  jmmunol. 
65:217,  1980. 

2.  The  cholinergic  nervous  system  and  immediate  hypersensitivity  II.  An  analysis 
of  pupii.lary  responses.  L.  Smith,  J.  Shelhamer,  T.  Kaliner,  accepted  for  publica¬ 
tion,  J.  Allergy  Clin.  Immunol. 

3.  Autonomic  nervous  system  abnormalities  in  allergy,  asth.ma  and  cystic  fibrosis. 
Michael  Kaliner,  James  Shelhamer,  Pamela  Davis,  Laurie  Smith,  J.  Cray  Venter, 
accepted  for  publication,  Annals  of  Internal  Medicine. 

4.  Abnormal  adrenergic  responsiveness  in  allergic  subjects:  analysis  of  isopro¬ 
terenol-induced  cardiovascular  and  plasma  cystic  AMP  responses,  J.  H.  Shelhamer, 

D.  D.  Metcalf,  L.  J.  Smith,  and  M.  Kaliner,  J.  Allergy  Clin.  Immunol.  66:52-61, 
1980. 


CO 


..-rS:  Unit,  uo  .  :  3144 

rUMGS  uc.ll.lZHd.  t~l'-50:  $800.00 

f  t.ndinj:  ■IsGG.^rcr.-'jncs .  ti'-cl;  $1700.00 

Personnel:  (nans  and  grade)  No  additional  requirement.9 . 

Eauipment :  (describe  in  detail  including  cost)Nb  additional  requirements 

Supplies :  (consuaable,  aninal  purchase)  No  additional  requirements 

Travel ;  (uission  oriented,  training  and  presentation)  $1000,00 

Other :  (equipment  rentals,  contracts  for  service,  animal  care  and 

repr.;.nr.s}  $700.00 


'Aork  Unit  No.:  3146 


Title  of  Pi-o.lect:  iTinunothei-apy  Kit  Potency  Persistence 
Invest  j;tatQ'*~  3: 

Principal:  Richard  J.  airmers,  M.D.  LTC  MC 

Associates:  Riciord  Evans  III,  M.D.  COL  MC 
Michael  S.  Edwards,  CPI'  MSC 

Objective:  The  study  is  designed  to  deteimine  the  persistence  of  biological 
potency  of  allergy  extracts  during  shipnent  and  inse. 

Technical  .Approach:  RAST  (Radioallc  rgosorbi-nt  Test )  will  be  performed  to 

determine  potency  persistence. 

Progress  ^  Reailts:  The  extracts  have  been  shipped  and  returned.  Alicjuots 

are  being  taken  at  intervals.  Final  ^-esults  are  await j.ig 
standardization  of  HAST  inhibition. 

Conclusions:  No  conclusions  can  be  made  until  all  results  are  in. 

Funds  Utilized,  FY-78:  ^500  of  estimated  total  cost  of  protocol. 

Funds  Utilized,  FY-79:  5?500  of  estimated  total  cost  of  pr*otocol. 

Funding  Recirirements,  FY-80: 

Personnel :  One  GS-7  technician,  currently  enployed,  2  weeks/ year 
Equipment:  No  new  equipnent  is  required 
Supplies:  Consunmable  -  needles,  syringes  and 

RAST  testing  S4,000.00 

Travel:  None 

Total  U4,000.00 

Publications:  None 
T>-pe  of  Report:  Interim 
Addendum : 

Principal  Divest igator:  Richard  J.  Sjnmers,  .'vI.D.  LTC  .MC 
Associate  Investigator:  Richard  Evans  III,  M.D.  COL  MC 
Associate  Investigator:  Michael  S.  Edwards,  CPT  .M3C 


r\ 


V,ORK  UNIT  ,?  J146 


TITLE  OF  PROJECT:  iTinunotherapy  Kit  Potency  Pei-sistence. 


Tf 


PRINCIPAL  I WCr  fCiATOR :  Richard  J.  Sjrvnevs,  LTC  MC  _ 

DATE  GF  APPRCVAL  AT  VJJAMC: _ 26  April  19^/7 _ _ 

DATE  OF  AI^'^^yivAL  ;d'  (NCJ.'  IcE.CiiniED; _ 

COPY  OF  AAr.L.d,  PR0JRE;SS  lyEIORT  FY-79  IS  ;vTTACiiQJ;  YE£ 


ADDENKAvI:  fJont  uiu alien  of  this  protexx)!  is  clos.ired.  It  was  not  possible  to 
ccraple.t;  standard  .beat  ion  of  HAST  inhibition  during  cue  to  lack  of 

standards  tren  Bireau  of  Biciqgics  at  EDA.  Ibpefully  these  tecone 

availrblo  during  FY-dl  and  the  proj'-ct;  c::.i  bv"  iairr.'d  .iuj:''.  ever  the 


6-9  mouths.  An  increase  in  funding  is  rfCjiiestai  ixx'.iiLise  the  price  per 
EAST  inhibition  is  now  up  to  Jp400. 
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ID^SPOSmOM 

For  uso  of  tSt«  forf%  AR  340*f5«  tKo  prepooonr  ogoney  U  TAOCSH* 


ReFe;?£NC£  09  OFFICE  SYMBOL 


p-rmi nation  Request  foi'  Work  Unit  #3147 


■'■OC,  Clin  Irrv  Svc 


fromC,  Allergy- Inmuno  Svc  date  30  July  1980  cmt  i 

Dr  Evans/irra/6-lS53/4 


1.  This  is  a  termination  request  for  X-fork  Unit  #3147  entitled:  "Hynenoptera  Venon 
Safety  and  Efficacy  Evaluation  as  Allergen  kmiunotherapy  in  Insect  Sting  Allergy 
Patients." 

2.  Insect  vencms  for  diagnostic  and  treatment  of  insect  sting  allergy  ’■.•jere  approved 
for  use  in  the  general  population  in  April  1979. 

3.  \'h  h/Tve  contir.-.’ed  to  follow  approxiTictel.y  14  patients  in  thi.s  protocol  wii  ;-)  spe¬ 
cific  IgC  and  IgE  antibody  -iter  until  the  beginrdng  of  this  cslencar  year.  These 
patients  continue  to  receive  insect  venon  iirmunotherapy  but  this  treatment  is  not 
considered  investigative. 


y  _ _ 

RICHARD  EVANS  III,  M.D. 

COL.  MC 

Cnief,  Allergy-Clinical  imnunology  Service 


( 


Datr; 


■14  O.-r  ?0 


iProtocol  No:  3147 


Status:  Interim 


Final 


Titl-s  of  I*roj  ;;:-r'.er.Qptera  Vcnoa  Safety  and  Efficacy  Evaluation  as  Allergen 
Inr’.uno therapy  in  Insect  Sting  Allergy  Patients. 


Startinc:  Dale: 


tSstimated  Completion  Date: 


Principal  Investigator;  Daniel  A.  Rami-rez,  MAJ  tiC 


Associate  Investigators: 

Richard  Evans  III,  COL  MC 


Facility:  Walter  Reed  .Arroy  Medical  Center 


Dept/Svc  Clinical  Investigation 


Key  Words: 


Accuraulativa  MZDCASS 
Cose: 

Accumulative  Contract 
Cost: 

Accumulative  Supply 
Cost; 

i’Y-SO  AlEDCASm  Co.st: 

• 

.Periodic  Re 
j  (to  be  fills 

view  Results: 

d  in  by  BCI) 

Study  Objective:  xo  establish  the  safety  and  effectiveness  by  hymendptera  venom 
preparations  io  the  prevention  of  anaphylactic  reactions  following  hymenoptera 
stings. 


Technical  Approach:pat;io.nl..s  witb  history  of  haviofr  systemic  reactio-.s  folj'.vr'ng  a 
hvmenoptera  sLing  ..ve  evaiualc.u  by  skin  testing  using  a  skin  test  titration  tech¬ 
nique  from  1C  ^  ug/i.il  up  to  1  ug/nl.  Concordant  venom  PAST  titers  are  also  obtained, 
Routine  cher.istiie.;,  CBC,  u-ith  sedimentation  rate  urinalysis,  C3,  C4 . 
specific  titers  of  TgE  and  IgC  have  been  followed  every  3  rronths . 


EAliA  and  venom 


Progress  during  rr-SO;  Ot  the  14  selected  patients  for  venom  inmuiiotherapy ,  19  patieriv_:, 
have  rlovad  from  the  area  and  are  no  longer  in  the  study.  These  patients  are  on  clinir  ;1 
allergy  treatment  ndth  licensed  materials.  Five  patients  who  had  reached  the  100  ug  of  ) 
venon  oer  month  continue  attending  to  neriodlcal  follow  up  visits  as  to  14  Oct  80.(cov;ld) 
Number  of  sub'“Cts  to  he  before  comnletio:'’.  of  .stud":  Conplated  30  July  1530 


Serious/ur.e.'cpacced  side  efi'eccs  in  subjects  par+icipatLng  in  project:No  patients  have  experienced 

a  sv.sronic  reaction;  no  abnormalities  of  the  laboratorv  parameters  have  thus  far  been  - 
- ; - ; - ; - - - 1 _ _ _ _  detected. 

ConCA'usiOns: j{y^,inoptera  venom  extracts  have  .so  far  been  shown  to  be.  safe  for  use  in 

iimmunotherapy .  Efficacy  in  preventing  anaphylactic  reactions  upon  subsequent  stings 

has  also  been  demonstrated.  The  specific  IgE  titer  increased  with’  immunotherapy’  in 
..aaara:-:  !matel-.'  half  of,  the'vatients  and  the  specific  TgC.  antibody  increased  with  imnuno- 
Fiibucafions  or  Aostracts,  Tr^sO:  .n  . 

.  tnevap-  in  all  patient'.. 


'See  continuation  sh.eet 


Progress  during  FY-80: 


The  protocol  was  terrainated  30  July  1980.  On  18  August  1980  an  FDA  inspector 

reviewed  this  project.  No  significant  deficiencies  were  found. 

Publications  or  Abstracts,  FY-80; 

1.  Ramirez,  D.A.  and  Evans  III,  R:  The  diagnosis  of  Kymenoptera  hypersensitivity 
J.  Allergy  Clinical  Immunol.  (Abstract). 

2.  Ramirez,  D.A.  and  Evans  III,  R:  The  diagnosis  of  Kymenoptera  hypersensitivity 
J.  Allergy  Clinical  Immunol.  In  press  1980. 

Presentations : 

1.  .An  abstract  for  pr -.c-ontation  by  Dr.  Ramirez  of  part  of  these  data  regarding 

diagnosis  has  been  accepted  for  the  scientific  section  of  the  American 
Academy  of  .Allergy  meeting  in  ''-’rcb  '/9. 

2.  .An  abstract  for  presentation  by  Dr.  Evans  of  part  of  these  data  regarding 
trcit.ment  has  been  accepted  for  a  scientific  workshop  of  the  American 
Academy  of  Allergy  meeting  in  March  1079. 

3.  Presented  to  Penn  Allergy  Society  June  1980, 

A.  Accepted  for  presentation  AACI.A,  Las  A’egas,  Nevadfa,  November  1980, 


m 


Pi-iiicipal  Invesli 


Associate  Investii^ators: 

RICHAPX)  EVA-NS  ill.  COL  HC 
CON’SULTAMT:  ARNOLD  I.  LtlTINSON 
UNIV'ERSITY  OF  PENN 
PHILA. .  PA  . 


Facility: 


Key  V/orcls: 


Accumiaative  LIFDCASF 
Cost: _ 


FY-SO  MEBCASC  Cost; 


Dapt/Svc 


WALTER  REED  ARMY  MEDICAL  CENTER 


ALLERGY  -  M-ILP.'OLOGy  SERVIC.' 


A.cciimiilacive  Contrac 
Cost; 


_ Periodic  PevlsvY  Results; 

■  (to  be  filled  in  by  D Cl) 


Study  Objectiio;  .  -  —  . .  .  . — 

The  Duroose  of  tliis  stud^'  is  t.o  fxirther  dolineahe  the  iOTT-unolcoic  imbalances  foun 
in  atopic  der'iiatit.ls  and  t.o  r.t.udv.tho  colinlar  ve''rulatio-.  nf  Jr~  in  t.his  natient 
■Doculation.. 


Technical  Apr  'O-cb; 

Perioharal  bj c.odnor.onuc; :  .'ar  ccU  -.  ivo.u  both  normal  and  ar.ooic  dermal. itis  natients 
v.-ere  cultured  for  1  hour  ,-ith  a  E  -drenerCTic  auonist  (Isuorel)  ,  B  adreneraic 
riRtaconist  crooar.olol)  aloha  adi'er.oraic  acor.ist  (chenvlerhri ne)  .  aloha  antaoonis'e 
(acrooine)  or  ami .noohvll  i.ne.  Ai'n.cr  an  r.onr's  incrhatic.-r;  with  ■;-hese  acants  the  ce'.ls 


were  then  and  i'n'iohooyr..,-  ••.'.bcooirlatioas  '.-lero  d.-t-.-. -.lined.  The  re;,ul'':iric; 

techni-cue  ued  for  chararcsri-ri.;--.  tlieso  r-'.bcopula Cions  coasiste.i  of  risir.o  0:<R3C 
sensitized  v;,!  th  cither  rabbit  Ici';  or  raLb.it  IqG  anti  o'; '.iC  to  '.dentifv  Tij  (heloer 
cells)  or  T  I'.suocressor  cell)  rescectivcl.v. 

In  addition,  '.ve  h.ave  dcveloced  .'i  sensitive  assav  ilnr  the  measv;re.-:ent;  r.-f  t  v 
lew  levels  of  laE  bv  a  medif icdti'ni  of  the  Pivulib-.s  .Uit.  i-'R.[ET.  Tr.ic  direct  radio- 
labelled  anti  laE  (DE^  specific)  antibody  obtained  from  the  phadibas  IciE  EAST  for 
the  less  specific  PRIST  anti  IpE  li25.  This  method  proved  useful  in  ouantitatina 
in  vitro  IcE  synthesize  ’  v  htman  blood  inononucle.a';-  cells  aftc-.r  7  davs  in  culture 
v/itn  or  without  cokeweed  i.-iito  ren  stimu  lat.i.on .  R  ■ 


.bcopirla  tion ; 


ro  cit  b'- S-. .  .'.i  ii'ico , 


lecnni-Tue  UrP’c;  ror  crraras-'Ceri.TL'-i-. 


Proaress  durina  FY-80: 


This  decrease  could  be  reversed  with  orior  incubation  v;ith  atrooine  before  the 
addition  of  methacholine.  In  the  atooic  'ennatitis  cooulation'  studied  there 
was  no  chance  in  the  levels  of  T  cells  after  incubation  with  anv  of  the  above 
aaents. 

Our  new  sensitive  method  for  the  measurement  of  laE  has  been  found  to  be  sensitive 
to  40  oh/ml  of  laE  and  reoroducible  with  different  lot  numbers  of  reaaents.  The 
coefficient  of  variation  amona  multiole  exoeriments  was  11%  at  220  oa/ml  of  Ici: 
and  21%  at  40  av/ml  of  IbE. 

This  new  method  alJ.owed  us  to  uuantifv  in  vitro  loE  synthesized  bv  human  blocd 
moncnuclear  cells.  Atooic  i:?.t:ients  were  ;'--"ind  ts  sv  si  ze  sionif icantlv  more 
laE  tnan  normal  subiects.  The  additon  .okewet.r  mi’..,  '.n  to  the  cultures  did  not 
sianificantlv  enhance  loE  sv'nthesis  bv  either  the  atooic  or  non-atocic  cells. 

Conclusions : 

Atooic  dermatitis  mav  be  related  to  a  B  adreneraic  blocade. 

In  addition.  v;e  have  found  that  atooic  oatients  were  found  to  svnthesize  sianifi¬ 
cantlv  more  loE  than  normal  subiects.  laE  svnthesis  in  either  normal  or  atooic 
cells  was  not  simulated  in  the  immunolocic  aberrancies  and  cellular  reaulation 
if  laE  in  atooic  dermatitis  will  be  carried  out  at  a  different  institution. 


f 


Data r  1  • 


'Protocol  No: 


Titis  of  Project;  Al-lergic  Disease  Center 

Steiy  of  H>mer.optera  Venoa  as  an  Agent  for  Diagnosis 


Fined  ^ 


Startincr  Dots: 


tSstlmotcd  Comnletiou  Date: 


Principal lavesdsator;  Richard  Evans  III,  COL  ^fC 


Associate  Investigators: 
Michael  S.  Edvards,  CPT  MSC 


Facility: 


V/alter  Reed  Army  Medical  Center 


iDept/Svc  Clinical  Investigation 


KeyV.'ords: 

Accnmulative  D.EEDCASZ 
Cost: _ 

FT-SO  ilEDCA.SZ  Cost; 


Accumulative  Contract 
Cost; 


Ac  cum  idx' five  Supply 
Cost: 


Perlodi'.:  Eevls'./  Results;^ 
(to  be  filled  in  by  D  Cl) 


Study  Objectiys:  To  establish  the  effectiveness  of  h^tnenoptera  venorjs  as  testing 
agents  in  making  the  diagnosis  of.  insect  sting  allergy. 


'Technical  Aoproach;  '  Patients  vith  a  history  of  .-illergic  reaction.s  to  hymicnopter;-’ 
stings  were  s'.w.  tested  with  the  commerci-  lly  available  ■■hole  oody  extrarlr;  and  witv 
insect  venoms  using  a  skin  te.st  titration  of  10"^  ug/nl  up  to  1  ug/nil.  Venoms  from 
'rionev  Bee,  Yej  low  Jacket,  Yell.otv  Hornet,  V.liite  I'anecl  Hornet  and  Hasp  were  provided 
bv  the  HIAID,  J'Ai.  Catalog  vas  A (b 'j  ’  16'35-.- -  rectivud _ i-ov^n j var  I'J 7:i .  '-'c- om 

'■■ate'''’ais  were  gi/en  i'DA  aporovcl  tor  h;;'.'-..'!  use  tn'Apri.1  lyc9.  iOese  in;-. ciiaJ. r.  oa  . 
therefore  not  been  investigative  since  that  date. 

Progrsss  during  FY-30;  395  patients  have  been  skin  tested  ^■jith  insect  venoms. 

3  grodns  with  positive  skin  test  reactions  have  been  identified;  1)  systemic 
reactions,  2)  large  local  re-actions,  3)  either  of  above  with  patient.s  previously 

_  ./I'r’-i  V.pdv  extracts. _ _ 

i.'umbrr  of  subjects  :o  be  shacUed  before  comolefion  of  study;  completed  30  July  1930 
Striouj/une.-'pected  side  effects  in  subjects  parti ciprit’Ing  in  project:  j^-one 

Conclusio.os:  Direct  skin  tests  with  insect  venoms  clearly  separate  patients  witn  a 
hist-'’'y  of  previous  systemic  reaction  from  the  control  population.  Patients  with 
a  history  of  large  local  reaction  to  an  insect  sfi-ig  have  positive,  direct  r.ki  n  l.esi  ; 
-o  v-nom  with  a  surpirisin  civ  large  frccuency.  Consideiable  cro.s.s  react:  j  .’i  ty  or  (cciit 
Riblibntions  or  Abstrncfcs,  Fi'-SU:  '  none 

'".tltiple  sensitivity  was  found  t.3  the  irc'ct  vf-i'.':;r..s  of  -.ha  v.'spi  1,-;  (''.•Gllrn>'  -iackor 
.-'iiJ  hornets).  There  is  ral.co  an  iinexpectodiy  lAJ)  inc  tee-'ce  of  jmsii  h/e  :;ki:i 
ro  •.'enc.iis  in  t.iO  previo'isly  whole  Imjy  crrrr.act  ’;  C..t-  '  g;oui,-.  It  ]  •:  conclv.ded 
ri-  .t  .skin  te  :'.s  with  venoms  .alone  nor  id-,  nt  ch-  oari'-’r.t  at  r  >  f.k  for  a  suh- 
c. -.w'.C  .syste.mtn  reaction. 


r  f 


Date:  ! Protocol  No;  ms? 

Status;  Interim 

Title  of  Project:  Factors  affecting  theophylline  half  life 

Final  X 

Starting  Date ;  tSstimatc-d  Cornoletion  Date; 

Principal  Investigator:  Paul  F.  Walker,  m.aj  mc 

Associate  Investigators: 

Rodolfo  Bongiovanni,  CRT  MSC 
Richafd  Evans,  COL  MC 


^  Allergy  L.j-/ora  tory 

r <*C1  ity.  Ugp j.  _  Clinical  Investigation 
Biochemistry  Lab. 


Dept/Svc  '"^^'Stit  of  Clinical  Investigal; 

_  A I  1 e  rgv  C!  i  n i c 


Key  IVorcls: 

Aminophyl  1  ine ,  Solu-medrol,  terbutalir.e,  clearance,  pharr-.acokinetic: 


AceiurAilative  jMEDCASE 
Cost; 


AccumuJative  Contract 
Cost;  M'A 


FY-SO  IvLEDCASE  Cost:  $3.7  50 


Accumulative  Supply 
Cost:  S7.500 


Periodic  Review  Result.?: 
(to  be  filled  in  by  DCI) 


^  Study  Objective: 

Determine  variations  of  biologic  half-life  of  theophylline 
emparing  values  obtained  following  intravenous  infusion  of  theophylline  in 
normal  volunteers  and  asthmatics  under  various  clinical  status  and  treatment 
program. 


Technical  Approach:  Pharmacokinetics  studies  will  be  carried  out  on  a  norma! 
population.  The  patient  population  will  be  studied  under  conditions  of 
clinically  stable  and  acute  asthma. 


Progress  during  FY-80:  The  normal  volunteer  population  have  been  completed. 
Seven  patients  were  studied  under  conditions  of  clinically  stable  and  acute  asLi 


Niiir.ber  of  subjects  to  be  shudied  beiore  comolefion  of  studv:  None _ 

Sux'ious/vjie.'cpected  side  effects  in  subjects  pturticipating  in  project;  h’one 


Conclusions: 

In  all  cases  so  studied,  there  is  no  difference  in  the  rate  of 
clearance  and  in  tiie  T  '2  Beta. 


'.ma 


Publications  or  Abstracts,  FY-30: 


.'.'one 


Date; 


10  October  li)SO  I  Protocol  Ko:  3154  Itv.atus: 

Title  of  Project:  Evaluation  of  Prostaglandin  Secreting  Suppressor - 

Cells  in  Cancer  Patients.  ■  WRAMC  #7S02. 


Iuteri:n 


Starting  Date:  14  Apr  78 


Estimated  Co^npletlon  Date:  1  October  1081 


T-.  .  .-IT  «  <■  Cynthia  H.  E\vel,  ILT,  MSC 

Princioal Investigator:  u 

_ * _ _ Antnony  J.  Deutsch,  MAJ,  MC 


Associate  Investigators: 

Barbara  Bongiovanni,  BS 
Sonnya  Londono,  BS 


Facility:  XVRAMC 


Immunology  Experimental  Lab 
iDepu/Svc  Allergy'-Immunology  Service 


Ivey  Words:  Hodglvin's  Disease,  prostaglandin,  ;,uitioxidant 


Accivmulativv  fJEDCASF. 
Cost:  NA 

Accumulative 
Cost:  NA 

Contract 

AccumuJutive  Suoply 
Cost:  $36,673.72 

_  _ 

FY-80  MEDC  ASF;  Cost: 

NA  ! 

Pod'-'dic:  Reviev,'  Re;-;'.dt3: 

(to  be  filled  in  by  DCI) 

Study  Objective: 


To  confirm  ho  presence  of  previously  reported  proetagiandin  producing  cells  capable 
of  suppressing  cell  medi  ited  immunity  in  patients  v/ilh  Hodgrtin's  Disease  (KD)  and 
establish  tiioir  in  vivo  and  in  vntro  sensitivity  to  a  prostaglandin  (PG)  simthetase 


inhibitor  fi.adometh;icin)  .'md  certain  inhibitors  of  tome  oxygen  metabolite  production 
Technical /noroaca;  (catalase  jmd  artocoph^ol)__^ _ ^ _ ^ _ 


In  vitro  lymphocyte  cultures  v/ax-e  set  up  with  the  inltogeri  PH.'i  .■.xi.h  and  .vithout 
indomethacio,  Cocultui-es  were  also  done  with  indornethacin  and  catalase  or 
a-tocopherol.  Delayed  iiypersensitivlty  skin  tests  wore  performed  to  screen  for 
anergy. 


Progress  during  FY-SO: 

Peripheral  blood  mononuclear  cells  from  10  patients  v/ith  Hodgkin's  Disease  were 
stimulated  in  culture  with  the  mitogen  PHA  in  the  presence  of  the  (see  attached  sheet) 

Number  of  subjects  to  be  studied  before  completion  of  study:  13-20 _ _ 

Eerious/unexpected  side  effects  in  subjects  participating  in  project:  . 


Conclusions:  Abnormal  lymphocjde  proliferative  responses  seen  in  Hodgkin’s  Disease 
may  result  in  pai’t  frerrn  the  excessive  production  of  toxic  oxygen  metabolites  as  wel] 


'-5  |>rost;i--',l:indin.';  by  ndh.crer.t  cell  poia.’latnms. _ _ _ 

I rdicatior;T7rr'/viy-it;'ac:3 ,  hx-oO:  Hvidenco  for  the  liu-olvo 
Tordc  OxxAcn  Mn'  '.ijoHtc,  In  f.iic  Lv rnphooi-t-  Dv'dur.'.tinn  o! 
for  publLca*-^ on) , 


;:u:nt  of  .Moi’-oo'yo-ixex'i ved 
liadekin's  L:  ■  ’  'S';.  (Suhm 


.tc 


r\ 


(continued  from  front  sheet) 

prostaglandin  inliihitor  indomethacin  and  the  antioxidants  catalase  or  fx^tocopherol. 
Patient  lymphocjtes  showed  significant  increases  in  PHA  induced  proliferation  at 
all  PHA  doses  when  cultured  with  indomethacin.  Further  augmentation  of  IjTnpho- 
cyte  proliferation  was  achieved  with  the  addition  of  catalase  or  a-tocopherol  to 
indomethacin  in  the  culture  system.  The  increase  in  proliferation  was  greatest  in 
patients  wnth  more  depressed  PHA  responses;  and  was  abrogated  by  removal  of  ad¬ 
herent  cells  from  the  culture  system. 


I 


Data:  10  SO 


Ij'i  otocol  No:  3155 


Istaius;  Interim  XXX 


Final 


Title  of  Project;  Evaluation  of  Suppressor  Irnmunoregulatory 

Cells  in  the  PatUogensis  of  Deficiency  Disease. 

Starting  Date:  18  March  1078  {Sstiinated  Comuletloa  Date:  1  October  1981 

Cynthia  N.  Ewel,  ILT  MSC 

Principal  Investigator:  Anthony  J.  Deutscb,  M4J  MC 


Associate  Investigators: 
Tami  Hase,  BS 


Facility:  Experimental  Immunology  Lab 
"  WRAMC 


Dept/Svc  Allergy  Immunology  Service 


Key  Words; 


chemotaxls,  histamine 


Accumulativs  r.IEDCASE 
Cost.: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost:  $12,  936.24 


Fi'-30  NIEDCASE  Cost: 


Periodj.c  Review  Results :_ 
(to  be  filled  iii  by  DCI) 


Study  Objective; 


Technical  /spproacli; 


'Progress  during  FY-SO; 


Number  of  .subjects  to  be  studied  l>efore  completion  of  study: _ 

Sarious/une.'vpected  side  effects  in  subjects  participating  in  project; 


Conclusions; 


TITuK  OF  PROJECT: 


OBJECT: 


TECtg<IGAL 

APPROACd: 

PROGRESS  IN 
FY  80: 


CO:;CLUSION: 


PLAil: 


Project  #  3155  Evaluation  of  Suppressor  Inmunorcgulatory 
Cells  in  the  Pathogenesis  of  Deficiency 
Disease 


To  detect  the  etiology  of  abnomal  leukocyte  c^iernotactic 
responses  associated  with  recurrent  infections  in  patients 
with  atopic  dematitis. 


The  chromiun-labelled  radiochenotactic  assay  was  used  in 
this  study. 


During  FT  SO,  fifteen  patients  with  atopic  deraatitis  and 
25  noinaal  controls  have  been  studied.  Patients  were  bled 
and  their  white  cello  fractionated  by  density  gradient 
methods  into  monocytes  and  neutrophils.  These  cells  were 
placed’ in  the  upper  chamber  of  Boyden  chambers  after  being 
labelled  with  chromiir'i  51  isotope,  and  subjected  to  3  to  4 
hour  incubation  across  a  cher-otactic  gradient.  This  gradiv  .t 
was  produced  ;rf.th  partially  purified  CgA.  Chemotaxis  was 
performed  in  the  presence  of  various  concentrations  of  hista- 
ralne  phosphate  from  10“®  to  10"®, molar. 


There  was  no  evidence  of  inhibition  of  either  monocyte  or 
polymorphonuclear  leukocyte  chemotaxis  in  the  nor.nal  control 
subject  chemotaxis  on  exposure  to  varying  concentrations  of 
histamine.  Likewise,  no  inhibition  of  leukocyte  chemotaxis 
was  noted  in  atopic  dermatitis  patient  assays  v;hen  chenoCax:lng 
cells  were  exposed  to  histamine.  However,  histamine  inhibit.:d 
patient  monocyte  chemotaxis  in  a  dose-response  fashion.  This 
was  seen  in  each  of  the  patients  studied,  but  \^as  not  noted  in 
any  control. 

Histamine  seems  to  selectively  inhibit  monocyte  chemotaxis  in 
patients  with  atopic  d-raatitis.  The  specificity  of  this 
Inhibition  (as  to  whi^.'.  ..istaniir.e  receptor  is  stimulated)  is 
under  further  investigation.  Histamine  release  in  the  skin 
of  patients  with  atopic  dermatitis  may  form  the  basi'^  for 
recurrent  dermal  infections  in  these  individuals.  This  ray 
occur  by  Inhibition  of  the  Ingress  of  mononuclear  phagocytic 
cells  into  infected  sites. 


A)  The  manuscript  for  this  data  is  being  prepared. 

B)  Ke  hope  to  study  the  specificity  of  this  response  by 
performing  chemoractic  assays  in  the  presence  of  various 

and  H2  anatagonists. 
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’*Stialy  Objective; 


To  determine  the  mechanism  underdying  dermal  reactions  to 


insulin. 


i 


Technical  f\ppruar'.b;  tocting  v/ith  vai'ious  inaulir  pi-eparations  and  skin  biopsies 

of  reaction  sites  with  l  ight  and  immunofluorcscent  microscopj'. 


Progress  tiiiring  FY-tiO:  In  all  fourteen  patients  were  siudied  and  the  immiiijofluores- 
cent  microscopy  was  completed  of  the  biopsies. 


Number  of  subjects  to  he  studied  before  compleMou  of  stady:  * _ _ 

Serious/unexpected  side  effects  in  subjects  j)ai-ticipatLng  in  project: 

Conclusions:  (See  attached  abstract.)  There  ai'e  at  least  3  distinct  tjpes  of  local  reactions 
to  insulin:  1)  IgE  dependent  "late  pliase";  2)  "Arthus"  local  vasculitic;  3)  delayed  hj-persen- 
sitiwlty. 

Pu'nlications  or  Abstracts,  FY-SO:  Persistent  Local  Reactions  to  Insulin.  Evidence  for 
Three  Immunologic  Mechanisms.  (Abstract)  R.D.  dcSh?r.o.  T.M.Boe'ma,  D.D.  Kumar, 
and  J.A.  GnUoway.  American  Acr  demy  of  Allergy  meeting,  1950. 

"Uncerl.dn.  Although  the  present  study  is  complete,  pj-  '■ddi  ndum  may  he  iibrnifted 
as  new  nsiU  "  h  ■  'oin'’  I ublc  with  potentinliy  diffyi  '  "pes  r.ciions. 


P'.'Lncil>-U  Bernard  H.  Berne,  MD,  PhD, 


Associati--  LivestimiOi'j; 


Di!p:/S\'C  Medicine/Rheuriatology  Service 
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Inimunoadsorption,  antibodies,  Iir.T.unc  conplexes 


FY-SO  :,iL’DCAS£  Coi-t;  $650.00  _ 


/i.c;caniul.La  v>i  £np;j;y 

Cost. $1,234.^0 _ 


j  Pen  ('(.lie;  ii’ty.iew  ite.si;]  ; _ 

I  ^to  Pe  i.Perl  in  !>y  nci) 


See  attached  sheet 


hnic'.d  Approach; 
Sea  attached  sheet 


IS.-  chu'ini;  FY— ' 


See  attached  sheet 


Nsnl. 


jenv;’.:;.,  >c-C 


See  attacned  sheet. 


Ob  fee; ives : 


a.  To  develop  systems  containing  immunoadsoi bent s  capable  of 
removing  proteins  from  cho  blood  of  rabbits  by  extracorporeal 
circulation. 

b.  To  remove  circulating  antibodies  .uid  i  ■.  exus  (TC' 

from  tabbits  and  to  determine  their  clearance  and  reappearance 
rates  during  and  after  their  removal. 

c.  To  develop  a  procedure  for  removing  c.i  rcu  i  at  ing  antibodies 

and  1C  that  is  devoid  of  adverse  clinical  and  bcmatologica I 
effects  ar.ii  which  can  sceve  n;.  a  n rotoc yf>o  Cor  use. 

Tochnica’  Annroach: 


Phase  1  ••  Inl'ial  e'/parlmen’cs  will  f  est  ti a.i.bv  hr  r.iiij.-alb-otari 
syscesC  since  this  has  bean  nxCcnsivcly  invest IgaCetl  already  by 
others.  We  will  invnuaice  rabbits  -..’ith  a  subtut:aneo'.i-a  and  ar 

intramuscular  injection  of  5  ng  of  bovine  serum  alhismin  (SSA)  in 
ccaplcte  Freund’s  adjuvant.  Antibodies  to  USA  j.hould  develop 
within  t-.  j  wee’ui;  their  .ap;  ...•’.tance  will  b  .  aucci  l.c:  i  .-■d.  by  radio- 
i-’-mur.oassay.  Following  the  appsorauco  of  antibodies,  a  dose  of  ESA 
vili  be  given  intravenously.  This  td.iould  result  'n  the  fonr.aticn 
'of  IsLSu.ne  complexes  be^.-ean  the  BSA  and  tlie  anti-hSA.  These  will 
be  detected  by  an  assay  for  IC  that  •-■e  have  already  devolcped. 


-.The  ano'uit  of  3CA  to  bs  inj  ■•cted  intv-avenaesly  for  iC  induction 
"vili  have  to  be  determined  empirically,  and  vlil  probably  diffor 
for  each,  animal  s.lncc  each  will  most  lihcly  develop  different 
antibody  levels.  The  radio:ln=r.unoassr.y  for  enti-TSA  antibodies  will 
provide  tha  titer  of  antibodies  in  cuo}-.  r:-'./  idding  BSA  tc 

the  antibody  in  vitro,  we  will  be  able  to  (:etcrtTiJ,ue.  the  amount,  o' 
'aSA  necessary  Co  fora  soluble  complexcr.  detectable  by  the  irurune 
complex  assay. Tahing  into  account  the  Mood  volume  of  the  rabbit, 
'wa  will  than  c.rlculate  the  unt  o£  BSA.  to  injected  to  forn 
’soluble  immojofi  complexes  in  vivo.  Wc  will  then  inject  this  amount 
'of  33A  InCO'the  rabbits  a.nd  deternine  whether  the  in  vivo  formation 
^  ef  cempT'eo-.-s  r”euircs  the  sa'-e  or  a  d  lFferen;.  ant  hy-n/ ant. 'body  rr. 

..j  the  in  vitro  model.  ..  i  the  'In.  v,ivo  lorr-..atl  C;i  of  I 

r -quires  a  different  rat.io,  t’ni.-;  xvlll  be  used  in  luti-.ve  tr.lnis. 


<  )  rr 


1 


Teciii'.lcjl  Ap[)roai;h  Cone  inu.ition: 

rive  /idulc  r.ale  rab’oita  ho'jscd  £it  WUAII'  eflll.  i:>i‘;ial].y  bs  lia.iunizad 
v^ith  BSA.  The  appearance  of  aat-iboe’lcs  will  be  ronitored  by  bleedir.j;; 
froin  an  ear  vein  once  every  three  days.  After  the  intravenous 
injection  of  antigen,  the  animals  will  be  bled  daily  until  it  is 
ascertained  that  the  induced  immune  conpleMes  have  Ijeen  cleared  from 
the  circulation.  The  animals  will  then  be  sacrif iced  and  autopsied, 
histological  e.  imination  of  the  f.jcr.fys  x.’ii'l  be  per f ur:.-.ecl  ’wirh  the 
assistance  cf  the  Veterinary  ratholo;  v  nivlslon  of  Vnb'T?.,  Pc-rscnnel 
of  this  division  t-’HI  perform  autc •  sies  cri  all  eai,r;als  that  are 
sacrificed  or  die  during  the  ernpe. .rents. 

Gross  pathological  oxaminationr.  of  all  organs  and  hc:noto;<ylin-ccu in 
staining  of  rabbit J'.idncys  will  be  performed,  and  the  pathological 
findings  will  be  interpreted  in  light  of  the  experiments  performed. 
Antigen,  antibody  and  IC  deposition  in  the  kid.ieys  \7ill  be  detected 
by  immeno fluorescent  microscopy  for  the  presence  of  albumin,  IgG, 

IgM,  C3  and  CA.  Kidney  slices  will  be  inevdjated  at  low  pll  to  elutc; 
cotploxes  which  can  be  detected  in  radioiiimrunosssays  for  albumin, 
anti-nlbumin,  and  1C. 

\’lth  eacli  group  of  five  animals  tested  in  the  study,  2-5  rabbits  will 
bo  set  aside  as  untreated  controls.  These  viill  be  sacrificed  after 
h  weeks  and  autopsi.cd  for  evidence  of  renal  lirmmic  complexes  deposited 
as  a  result  of  infectious  processes.  Co";plcm<;nt  fixation  assays  for 
agents  (primarily  protozoal)  causing  such  dcp.osits  will  be  performed 
on  seta  from  all  animals  in  the  test  and  control  groups,  and  only 


m 


■1 C  3 


tl.a^  app'.-ii-v  fr.'.r  frc'.i  t!”,’'-.-; 

r>  . 


j.j.'t'L;;  1  be  u^.eci  in  tiha 


If  no'AC  of  the  crij'.iiUiI  f.lvo.  r:  'lovrlope  (Irtfarnble  Jr-.nijra; 

coaplft;  u;;  the  in?-i  nvaroua  iajciai  ijn  of  i  fiA,  nniT!:.a].s  v.Ilj. 

bi'.  sacrifice;!  and  a  dose  of  t.Si-.  t'lrcf  t  ns  i'.lp.h  will  ba  injected 

into  a  sccv-nd  five  irr,r:iuniccd  r.nbbits.  A.ltb.oe^i'i  eulikcly, 

it  is  possible  that  r.'e  will  not  sc-cceal  in  inducing,  TC  fo  ran -at  Jon 
In  either  of  the  first  two  test  groups.  If  no  complexes  form  afrnr 
ten  ante'.r.ls  b.avc  been  tested,  ve  •..•111  li-.jecr.  .•.cimjil c/.e-r.  forned 
In  vitro  into  five  unirrru-.aized  rabbits  and  -.till  study  the  kj/aetics 
of  their  disappearance  in  Ch.ese  anl-j'.al:>,  ar.  well  as  the  pathological 
sequela?,  of  the  Injection. 

As  a  part  of  Phase  .1,  several  radio i.rjrunMarni.-'ys  will  be  developed. 

We  will  design  n:i  assay  for  RSA  c.nd  l  or  anti-RjA  -osii'g  a  double 
antibo.’.y  technique.  35A  •.fill  be  labellc.l  with  r.‘5-l  by  the  Chlora- 
nine  T  or  th.e  Boltcn-Kunter  nethod,  depauding  upo-.i  x-eagei'.t  avail¬ 
ability  and  labelling  efficiency.  A  cormerc t.nl  rabbit  antiser'u.m 
to  3SA  V7j.il  be  reacted  with  this,  and  a  gor.t  narLcerura  to  rabbit 
ine:-j:’.oplobulin  will  be  used  as  a  second  antibodj’.  In  the  te.st  for 
B3A  as  .■’.n  antigen,  the  ISA  c-Lrculnting  in  rabbits  and  p:;e.->erit  in 
serum  1  .v.rt;  as  a.?  unlabellcd  i-'.hibrt'?.'  of  the  pretip:' tatio.'j  of. 

labell'u!  B.SA.  lu  Che  test  for  antibodies  to  3S.A,  rabbit  seriim 
suspect  s’,  of  r.o.'vt;’in'’.n3  ant  f-BS.A  vJ.ll  be  i for  the 

ccrjterc ‘..li  cntisori'ui  to  BSA;  the  aunjuaf'  of  labellc-d  RS.’v  prccipi urs- 
ted  wi.ll  in.ffcano  as  the  titer  of  anti-Ro-A  antU  oiy  ri.ses. 

Uc  Jiave  already  developed  an  assay  loc  n;onllor ing  jratujns  co:uplo>: 
levels  based  on  the  binding  of  IC  by  IcdinaLed  Cl>j  and  the  preci.- 
pltar.ic:i  of  Che  bound  Clq  b-y  SSg/L  of  •poTyct'nyl  .-v.e  glycol  (K"/'  GOOD). 
This  assay  will  be  applied  t.o  the  !'.easnc'f;nn-oC  of  IC  In  trusted  and 
control  rabbits. 


dcvel.T'  an.  fC  assay  hasui  c; 
toid  i.  :Co;;  or  bovine  o'cv^lut: 
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la  the  inJti.al  studies  of  ch.!..  r-Jia.  •,  i',''.  \  nil!  ;  tvnehen  cova  I  e;,  t] 
to  jop!'.."’ rose  beads  with  cyrn.oyy.n  bi  'f  fin .  After  r'-:.''  RGA  ir;  attached 


r'Cii.j  vl’  L  thci'i  L''_  ]  .ihal  j  i  d  T 

will  f.l.-:-:!  bo  p-r-'-d  to  J  ir>e  t.!''-  • 

ctVp'.T  colu.a.TJ.  J  I  L’Ci.;  ieo  •..•111  do 

j  r.d  til!:;  iiir.ouiit  cloLed  S^-forf;  n:!d  af  t  r  : 

Cl  b'aftr.r  at  ;.H  T-.O.  tii  ,  ..  ot  t;.-i  It.b 

pcrioniod  with  a  {^.aa-na  oc Liitillatioa  c^ai-.tf 


Colunnii  containing  bound  iiCA  will  ba  ti  oto  i 
binding  125-1  labnllad  ESA  to  tbo  Sanbar 
ban  been  thoroughly  rinsad  with  La  ft. a.  It 
coiutjt  raid  norr-al  rabbit  scrim  will  be  pa;:.. 
£~ount  o£  radicaatlvity  c.icaping  frm  tha 
ir.on.itored  and  will  daterninc  the  le.n’K.'.p.e  ra 
the  presence  of  rabbit  sar-.rt,  Sir.iiar  .. t:.-' 
with  coli;.T-3  containing  bound  hi::-.''-  (' Uj  ;  i 
remove  IC  froni  serur.. 


Phase.  3  -  In  this  phase,  we  will  stv.i.  th:  rfle.'to  of  rti.'.oving 
circulating  autibodies  to  ESA  and  IC  'rrotn  tiie  .‘■.or.':  c'  rabbits  a 
part  of  an  extracorporeal  circul.'itlon  syr.tcr..  Tiptse  sLudlco  s'; 
begin  nix  to  nine  conths  after  the  start  ot  ti’ie  prr^juct  and  r.r-:; 
dependent  upon  the  succe.sof ’.il  cot.pl-'tion  of  t’ne  fir. at  two  phase 

Eight  rabhlto  will  be  injected  vlch  LSa  .  1 .1  rheie  1.  All  eig 
will  be  treated  by  exlraco' poreal  cir  iiiatli.:',.  Fi-^e  of  these  w 
be  cor.nectcd.  to  an  ii-.runo.’.C.se:  bent  ceVc.rr.  r  f  i  c.g  HS.A  lir.r>-d 

Sepharoof;  beads  ar.'d  th'elr  bl'.'.iJ  will  be  uer-r..-.-,  •;  lup/n  t'ne  co 
'file:  rer.jining  three  will  act  as  co:;',  rc,]  s  and  i  hi  ic  conn  ec':. ‘id 
colurtr  containing  rabbit  s<:rr:n  albuir.;::  United  lo  ti-e  hen-ht.  It 
expetrc':!  chat  tb.e  colurt.r.  coat  .’i  ini  itg  L.S.V  v.'Lll  re-cve  ciroulatin.; 
antl-ES.\  nnti'i.'odies,  wi'-.ile  the  .•oIu.t.;:  cent:,';  i  ■■.'Ing  rnb'biu  scru.c 
albv.:r..lri  \;fll  not. 

The  .'count  of  <nlbuni:i  o:i  r]-“  col-nn-.  will  b-  .-b  t  in  ■ hy  t:.': 
etu.iic.*^  cone  previaujly  1  ;i  i’ha.se  •io'';— r'  •..•111  cni.nrgcd  i 

th-TC  i,:  little  .-.rtiboly  u>v.;]  i'l  fi-  '  p.;:  fur  i-j;i  .stu.dl.-o 

Since  ti'.coe  ir-c-p  •;  ■.  v;ilJ  It  :!  ■  ri 

the  peifusioa  upp.artiti:;.; ,  r  .th  r  t'l.ui 
ratf  'jn  of  ti.e  i'r-.unc  rnep---.;  ,  (■■..r'l  : 

perf  irn .  Ti'.e  perfu'  Lo:i  w;!!  i.e.  t., 
of  antj  -E.SA  ai' t  Ibi'di.;:;;  are  o  t  tbo  ;  . 

and  IC  levels  will  be  P-aiitorc-l  ir.ro 
pier  f 'c:.  ion ,  and  e-0‘-ry  t'.r.c.;  day-,  rhei 
Kcbhiti;  will  then  he  s.’.criflcoC  .':cd  , 


Phnr.e  ■'  •  wiil  bo^ln  i-ft'-r  iP.  •  '.■or’,'- I'j?  ic  n  the.  \>rc.  .■!  o^jy. 

titv.dioa,  prubnhly  5-i2  ronths  afCcr  f.lu:  start  of  the  project.  StucMes 
in  thi;!  phr'ise  will  be  to  those  in  I'b/isc;  3,  except  that  Ii.'.T'.mc 

cor;ile>'.c;  ”111  be.  (  e:;ovo>! ,  rather  than  an;  1 . 

In  eiyhc  rabbits,  IC  vlll  either  be  incU’.r-cn!  or  injected,  as  deter;.i5  nad 
by  c'ne  earlier  Phase  1  studies.  Rlood  Iron  five  of  the  eight  rabbits 
will  be  perfused  through  a  co1i’_t.u  containing  liur.an  Clq  bound  to  Sepha- 
rose  beads,  while  blood  from  the  rcmair.iu.g  three  will  he  ;.?.r fused 
throus’:’.  o.  colutut  containing  only  3(;p'h.arose  beads.  As  in  the  Phase  3 
studies,  B3A,  antl-BSA  and  1C  levels  t/lll  be  ncrasured  before  and  after 
the  i'orfuslons,  and  the  nnirtals  t.ill  bo.  sncrificti  and  autop.sied  two 
woehs  after  the  porfuslcns. 

.Anisral  Treatt'.ents :  All  ra-bbits  will  be  fed  and  watered  ad  Ij.Mduti 
and  will  be  treated  in  n  hur.'ane  na-.'.r.cr  d-  v..i:-ned  i.iLnimLne  pain  and 
discomfci  - 1 .  Botcro  poi  fusloa  .sliudies,  in.bb  i  t;'  v?'I  bo  prenedicate.! 
by  Injections  of  atropine  (2  my,)  and  heparin  (1003  b'/hg)  intravenously 
into  an  e-sr  vein.  Thirty  ninutos  later,  t.lioy  i-ni  be.  anaesthe t J.ze.d 
by  a  sic;-’  iTutravc-r.oc.s  injection  of  r.odl’r;;;  p-;s'tn';..:rbit<;l  (30  nig/kg), 
x-'hich.  vil  ].  be  repeated  if  the  nnit.'als  appear  to  regain  consciousne.;;-. 
or  shov;  diacor.forf  . 


Bleeding  of  j-abbits  for  routine  testing  will  be  'performed  by  -jnei:. 
a  periph .  "al  car  ein  with  a  .scnl’p-Gl  after  a  npplicatiori  of 

xylene  to  In.ciucc:  vaiodilation.  A.nim.nls  will  be  sacrificed  by  an 
overdose  of  Gomerhal  injected  intravcn.ou;  '.y. 


Inrturic.ndsQTP cion  and  Perf nsio n_ Techn  [ cues  t  h’ e  b vc  a r r a r; g e d  a 
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Because  this  is  only  a  prcliiainary  study,  nad  future  perfusjon 
apparatus  will  likely  have  a  diiferent  dcsliiii,  we  w'ill  not  routinely 
test  the  colunn  efflucat  for  pyroceaicit.y  or  sterility,  alfnough  all 
pparatus  will  be  sterilized  by  heat,  ethylene  oxide  and/or  nerthio- 
ate  prior  to  use.  Should  a  problem  develope  in  the  studies  that 
ore  referable  to  a  failure  in  sterility  or  to  pyrogeaiclty,  appropri¬ 
ate  studies  will  tlieii  be  conducted.  In  such  a  case,  sterility  would 
be  determined  by  taking  samples  for  bacterial  cultures  and  pyrogenl- 
city  would  be  measured  by  the  Llir.ulus  am.ebacyte  lysate  test. 


PROGRESS  DURTN’G  FY-80: 


The  nature  of  the  rabbit  immune  response  to  BS/^  '-.as  been  explored.  I  found 
that  rabbits  responded  ti>  uii  injection  of  BSA  in  Freund's  adjuvant  by  pro¬ 
ducing  antibodies  and  immune  complexes.  Both  of  these  were  detected  by 
radioimmunoassays . 

The  response  to  BSA  was  determined  by  a  double  antibody  RIA  using  iodinated 
BSA.  Antibody  was  detected  in  six  rabbits  within  3-5  days.  Antibody  levels 
rose  rapidly  at  first,  and  then  more  slowly  for  a  period  of  five  months. 
After  a  booster  injection,  antibody  levels  rose  still  further,  followed  by  a 
small  decrease. 

Immune  complexes  detected  by  a  Clq  binding  assay  appears within  3  days 
after  primary  immunization.  They  reached  a  peak  within  14  days,  and  changed 
little  after  this.  Three  of  the  six  rabbits  received  a  booster  injection  of 
BSA,  but  this  did  not  affect  the  level  of  immune  complexes. 

It  became  necessary  to  determine  whether  the  immune  comple.xes  were  derived 
from  the  injection  of  BSA  or  from  constiuents  of  the  Freund's  adjuvant. 
Complete  Freund's  adjuvant  contains  mycobacteria  in  oil,  while  incompl.ete 
Freund's  adjuvant  contains  only  oil. 

Three  rabbits  were  injected  with  complete  Freund's  adjuvant,  while  two  were 
injected  with  incomplete  adjuvant.  After  six  weeks  the  rabbits  were 
boosted  with  incomplete  adjuvant.  The  animals  were  bled  once  per  week  for 
three  weeks.  These  will  be  analyzed  for  IC  in  the  near  future. 

Pathology  studies  of  tissues  from  sacrificed  animals  revealed  lymphocytic 
infiltrates  in  the  lungs  and  kidneys.  These  were  not  intense,  however,  and 
were  suggestive  of  a  chronic  protozoal  infection.  This  had  been  anticipated 
since  many  rabbits  in  the  WRAIR  colony  show  similar  lesions.  No  severe 
signs  of  serum  sickness  appeared  in  the  rabbits. 


CONCLUSIONS: 


Initial  studies  suggest  that  ir-une  ccnpia::e3  appsating  nrcer  injecting 
F.SA  and  Freund's  adjuvant  nay  be  predo?.iinantly  composed  of  antigen  and 
antibodies  related  to  Freud's  adjuvant,  rather  than  to  ESA.  In  order  to 
remove  specific  inraune  complexes,  as  required  by  the  protocol,  it  must 
be  determined  whether  these  complexes  result  from  the  BSA  or  the  adjuvant. 
After  analyzing  the  results  of  imnunizing  rabbits  with  only  the  complete 
or  incomplete  adjuvant,  it  will  become  apparent  whether  we  should  direct 
our  efforts  to  removing  complexes  containing  BSA  or  to  removing  those 
with  adjuvant  constituents.  Thus,  the  future  direction  of  this  work  depends 
upon  the  resulting  of  these  studies  now  being  performed. 
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CLINICAL  INVESTIGATION  PROGRAll 


Work  Unit  No. :  3159-R 

Funds  Utilized,  FY-8Q: 


Funding  Requirements,  FY-8I: 


Personnel;  An  additional  person  is  needed  to  complete  Phase  II.  This 
person  would  spend  50%  of  time  on  this  protocol,  as  follows 


Rabbit  bleeding  and  serum  shortage 
Preparing  immunosorbents 
Performing  radio immunoaseavs 
TOTAL  TIME 


5  hrs/wk 
5  hrs/wk 
IC  hrs/wk 
20  ]irs/wk. 


Equipment :  None 


Supplies :  Metabolic  animal  cages  500.00 

Radioisotopes  for  immunoassays  1,000.00 

(125-1  Eolton-Huncer  Reagent;  5  orders 
per  year  at  $200  per  order) 

Chemicals  (Cyanogen  bromide-activated 
Sepharose,  antisera,  anesthetics, 


buffers,  antigens,  others)  2,000.00 

Chromatography  colums  500.00 

Glassware,  Plastiware  and 
pipette  tips  for  immunoassays 
(1000)  and  general  use  1,500.00 

Miscellaneous  supplies  1,000.00 

total  6,500.00 


Travel: 


400.00 


Publication  Costs: 

Other: 

Rabbits  -  Purchase:  30  rabbits  2  $25.00 

1000  rabbit  days  0  $0.55 


400.00 

750.00 
550.00 
$  8,600.00 


TOTAL 
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! Protocol  NoT  31i30-S 


Title  oi  Project:  Study  of  Rheumatoid  Arthritis  and 
Sjogren’s  Syndrome  Precipitins  in  Rheumatic 
Diseases. 


Stiih'-s:  Tatcrlm  X 
Filial 


Startin:;  Diite:  Summer ,  1979 _ lEstimated  Conipletion  Date:  June.  1931 

Principal  Investigator:  Joseph  T.  Tesar.MD 


Key  Words; 


Associate  Investigators:  Facility: 

Oliver  Lawless,  MD  Walter  Reed  Hospital 

Dept/Sv  c  K  e  d  i  c  in  e  -R  h  e  urn  a  to  1 0  gy 
- Rheumatoid  Factor 

Rhematoid  Arthritis  Precipitins,  ■  Sjogren’s  Syndrome  precipitii 


Accunaulative  J.LEDCASE 
Cost:  31,430. 38_ _ 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost;  $8,499.*27 


FY-SO  MEDCASR  Cost;  Sl.430.hS 


Piiriodic  Pcview  Kesults:^ 
j  (to  be  filled  in  by  DCl) 


Study  Objective: 

Investigation  of  i'iieumatoid  arthritis  and  Sjogren’s  syndrome 
precipitins. 


Technical  Approach; 

Examination  o.f  rheumatoid  and  Sjogren’s  uisease  sera  by  agar  gel 
precipitin  technique  using  antigens  obtained  from  thymus.  Sera 
from  po.  tients  v;ith  other  rneumatic  diseases  used  as  controls. 


Progress  c'ariag  Ff-dd;  clinical  and  immunological  data  from  65  patients 
were  obtained.  It  was  dem.onstrated  that  certain  rheumatoid  arthritir. 
sera  form  an  additional  precipitin  line  with  a  thymus  antigen.  Th'^ 
pro  cab  Lv  a  R?  with  dual  srenificity  ^  AiVAard  and  TgU. 

Number  of  subjects  to  be  shidied  before  complsMon  of  study: _ 3^ _ _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 
r.’one 


Conclusions : 

These  data  suggest  a  diagnostic  application  of  these  precioi 
in  rheumatoid  arthritis  and  Sjogren’s  syndrome. 

Publications  or  Abstracts,  FY-SO: 

See  annual  progress  report. 


ipitins 
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CLIiiiC^L  Xi-;  ViSTiun  i  lu  j 

fork  0~nit  tjo.;  3l6o~R 

funds  utilized,  FY-oO:  $3000 

funding  RecimreDents .  FY-faT:  TOTkLt  $4490 
Personnel:  (name  and  grade) 

a a,uiDaent :  (describe  in  detail  including  yosi)  $990 
Sonicator 

Supplies :  (consumable,  animal  purcnase)  $2500 

Travel ;  Ccxssion  oriented,  training  ano  presentation)  $500 

(equipment  rentals,  contracts  lor  service,  animal  care  and 
reprints) 

Scientific  publications 


$500 


Work  Unit  lio,i  }l6o-R 


Title:  Study  of  Rheumatoid  Arthritis  and  Sjogren's  Syndrome 
Precipitins  in  Rheumatic  Diseases. 

Investigators: 

Principal:  Joseph  T.  Tesar,  M.D.,  Staff  Rheumatologist 

Associate:  Oliver  .Lav/less,  M.D.  .Section  of  Rheiumatology 

Starting  Date:  Sudimer,  1979 

Objectives:  The  study  was  designed  to  evaluate  the  diagriostic 

value  and  the  biol.ogical  properties  of  rheumatoid,  arthritis  and 

Sjogren's  ciTidrome  pracJ.pitins, 

Technical  Approach)  Reference  antisera  with  known  precipitating 

antibodies  to  RAP  and  SS-a/3~ antigens  are 
used  for  the  identification  of  precipitin 
linos  present  .la  sera,  of  patients  with  r'nevjfi- 
atio  diseases.  The  antigen  used  is  a  thymus 
or  B~lymphocyte  (tissue  culture  line)  extracto 
No  raodification  of  protocol  has  br-en  maie, 

Progress  R-^^oort-  Since  the  start  of  investigation  ve  have 

examined  approximately  65  sera  of  patients 
v:ith  rheumatoid  arthritis,  Sjogren's  syn¬ 
drome  appropriate  rhevuiatic  disease  con¬ 
trols  . 

We  have  reference  sera  for  RAP  and  Sjogren's 
syndrome  precipitiii  determination.  V.’e  have 
made  the  observation  that  carta: r.  I''-;  r'.'-auma- 
vC)  id  ic  lore  induca  j.  md.  3dditior.-..-i  '  re  c, mi  tin 
line  using  the  method  for  demonstration  of 
RAP  precipitins. 

Publications:  M.  Floyd  and  J.T.  Tesar:  The  role  of  jgM 

rheumatoid  factor  in  experimental  vasculitis,. 
Clin  Exo.  Immunol  36 :  I65,  1979» 

K,  Raskin,  J.T.  Tesar  and  0. Lawless:  Sjogren's 
syndroma  and  hypokalemic  paralysis.  Accepted 
for  publication.  Arch  Int.  f«:ed.  1930. 


/, 


20  October  1939 


Protocol  iso:  3161 


Title  of  Project:  irvaluation  of  Immediate  li ypersersitivity 
Skin  Tests  In  Uremic  Patients 


Pinal 


Startiirr  Date:  June  1979 


stimated  Con\oletLon  Dole;  December  1980 


Principal  Investigator:  Roghava  V.  Charya,  M.D 


Associate  investigators: 

Richard  Evans  III,  COL  MC 
Jim  Baker,  CPT  MC 


Key  ords 


Accumulative  MEDC-kSS 

St 


FY-SO  jMEDCASP  Cos 


Facility:  Walter  Reed  Army  Medical  Center 


Dept/Svc  Allergy-Immunology 


Accumulative  Contract 
Cost: 


Accumulative  Supolv 
Cost; 


Periodic  Pve\'iew  Results: _ 

(to  be  filled  in  by  BCI) 


Study  Objective;  •jq  determine  whether  imediate  hypersensitivity  as  assessed  by  wheal 
and  flare  skin  testing  is  a  reliable  method  of  determining  potential  IgE  mediated 
allergic  reactions  in  patients  who  are  uremic. 


Technical  Approach:  Evaluation  of  immediate  hypersensitivity  skin  tests  by  prick  tests 
to  inhalant  allergens  in  uremic  patients.  Histamine  and  morphine  are  to  be  used  as 
positive  controls.’ 


Progress  durin«>' FY-BO:  So  far  5  uremic  patients  have  been  studied.  Two  patients  had 
positive  skin  tests  to  inhalant  allergen.  There  was  only  one  patient  who  had  both 
positive  skin  tests  and  allergic  rhinitis  history. 


^umb3^  of  subjects  to  be  studied  before  comnlerion  of  .studv:  50 


Serious/unetcpected  side  effects  in  subjects  porticiptitLng  in  project: 

The  other  three  p.itients  had  negative  histories  and  skin  tests 


Conclasicos:  None  can  be  dra\TO  at  this  time 


PublicaMoos  or  Abstr.ncts,  FY-SO: 


i,' 


LLiii^C;^L 


:  V'",iTiUrt 


>. o rtc  unit,  nO  .  ;  316X 


I-unds  Lti.liged,  FY-8O:  ^one 
fur=dlng  Fleciiiirerients,  FY-Sl:  $2500.00 
Personp-el :  (nace  and  grade) 


EquLo-nent:  (describe  in  detail  including  cost) 

Suoolics :  (condufj.able ;  aniGai  purcaase) 

Travel ;  (mission  oriented,  training  and  presentation  )  $1,000.00 

iither :  (equipGor.t  rentals,  contracts  for  service,  animal  care  and 

reprmrts) 


IgE  Prist  test  and  for  each  patient  ?1,  ‘-'00  tirobably  more  than  once) 


SD3SJ»0S3T!03^ 

Fsoifsava  1 

1  Per  uia  of  this  forn>«  sss  Aft  340*1S«  the  propenoni  egsacy  Is  TACCEH*  | 

«EPeSCNCE  OFFICE  symbol 

Subject 

HSLT-MR 

Clinical  Investigation  Protc  '-ol,  V’r ’-k  Unit  v3162-R 

TO  C,  Dept  of  Clin  Invest  FROM  C,  Rheumatology  Svc  DATE  3  December  1980  Cmt  i 

1.  In  response  to  your  DF  dated  22  August  1979,  the  protocol  has  been  modified 
in  the  following  manner. 

2.  The  normal  range  will  be  defined  using  sera  from  Rheumatology  Service  Staff 
and  from  apparently  normal  patients  evaluated  in  the  Rheumatology  Clinic.  Consent 
will  be  obtained  from  normal  subjects. 

3.  The  consent  form  has  bean  modified.  The  new  consent  form  is  attached. 


OLIVER  J.  LAWLESS,  ML 
Colonel,  MC 

Chief,  Rheumatology  &  Clinical 
Immunology  Service 


13  October  19S0  ! ,^-,,1  K 

:  3162-R 

.St'itus;  li’.tuci'ii 

X 

1  I'Ai:.! 

Serial  Studies  of  Serological  Parameters  in  Systemic  Lupus  Erythematosus 


FTarti.y;  i)  ■■■I--:  22  August  1979  !‘.’si !n>a‘v-;!  v'u:,  ! i  :  M  I'.u:  30  September  1982 

PiiiiCipiil  iii\ Oliver  J.  Lawless,  Maj  Richard  C,  Welton 


Associate  liavestigatovs: 

Facility: 

ITRAMC 

Bernard  H.  Berne,  MD,  PhD. 

Dcpt/Svc 

Medicine/Rheuraatology  Service 

ui '-Is ; 

Sys'temic  lupus  erythematosus,  DN.\  binding,  immune  complexes 


Aacumc.lativc  r.LiOCAS'c  j 

Cost;  0  1 

j  Acoutnulutivu  Coniract 

Coot:  0 

AccuiiiuliAivc  Supply 
Cost;  $13,820.18 

J 

1 

I'V-SO  MCDCAbm  Cc-^t: 

lA  tiou’C  Ku 

1  AIL. 

A'icw  Itc.sidts: 

d  in  l>y  FCIl 

I 

1 


Sri.’dy  Ci)jer:;',\e; 

See  attached  shuat. 


Technic-'J  puro''. cli ; 

Sec  attached  sheet. 


Pro;;re3s  (.’uriny 

See  attached  sheet. 


N"  ■  'bi  r..'  '.T  '  .  ' 


j,...,,.- 


•  1 1  1  • 


c. 


See  attached  sheet. 


none 


I’lihli  .'iition-;  .-.ir  A'  -.trr.fS,  Berne  3H  and  Lawless  CJ;  P.e-eval.ua  Lion  of  antl-D>! 

iintibody  Level.s  Detected  by  the  Farr  Technique  and  FIAK  Immunof luorescence  Assay, 
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3.  OBoECTIv^S: 

1)  To  assess  the  value  of  scrl-..  testing  of  Tl-'A  bir  ._ngs  and 
icrtrane  cor.plex  deterrr..i  .lat  ions  by  i.iq  binding.,  in  syster.ic 
lupus  c-1  ythesiatosu.s  (SLE). 

2)  To  a.S'.r.rtain  in  a  prospective  study  whether  rapid  iaprovenent 
in  the  above  parameters  c.t.:!  be  found  in  the  first  weeV;^  of 
steroid  therapy  in  nephritis,  and  whether  they  can  be  used  to 
regulate  steroid  dosage. 

3)  In  a  retrospective  study,  to  relate  changes  in  these  para- 
ceters  to  the  long-term  course  and  prognosis  in  SLE, 

4)  To  correlate  the  DNA  binding  and  Clq  binding  assays  with 
ccmp-lenent  levels  (C3,  C4)  and  dsteriaine  which  of  these  tests 
are  the  best  for  short-terr;  arid  long-term  follow-up  in  SLE 
and  related  diseases. 

5)  To  maintaia  the  DN.A  binding  assay  as  a  routine  procedure  on 
the  Rheumatology  and  Clinical  Inmiunology  Service  and  to  stan¬ 
dardize  it  to  meet  the  requirements  of  the  Joint  Commission 
on  the  Accreditation  of  Hospitals  (JCAH). 

4.  MEDIC.AL  .APPLIdlTIOH  AHD  STATUS:  Several  investigators  have  shown 
t;uit  DNA  binding  levels  correlate  well  with  disease  activity  in  SLE  with 
diffuse  proliferative  glomerulonephritis  (1-4).  The  correlation  in  other 
forms  of  SLE  appear.s  weaker.  Recently,  studies  with  several  different 
■as.says  for  immune  complexes,  includi.'g  Clq  binding  activity,  have  suggested 
that  these  also  can  serve  as  useful  parameters  in  SLE,  although  their 
actual  prognostic  role  has  not  Vi-.t  been  defir.cd  (5-7). 

Measurements  of  DN’A  binding  and  i-mru;\e  complexes  reported  in  the  literature 
are  usually  performed  on  a  monthly  basis  with  occasional  studies  utilizing 
weekly  measurements.  .\C  present,  most  physicians  treat  SLE  complicated  by 
diffuse  proliferative  glomerulonephritis  with  approximately  60mg  of  pred¬ 
nisone  per  day  for  at  least  three  months,  before  making  a  final  a.s3e,ss ment 
of  the  dfrj'r."?.  of  steroid  i esp j.nstveneos  ir.  each  patient.  Improved  a.ssays 
m.ay  be  able  to  redu.:c  this  tlm.-'.  r'.'v  -tiuii.-j  of  DN.A.  binding  and  i—crane 
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Thrt  ’-ear.  and  standard  deviation.,  ’will  be  dv. ni  r.iv.cd  at  each  level.  Quality 
cc.Ttrol  sera  at  each  level  will  be  placed  an  one  or  inore  positio.ns  on  each 
run  depending  upon  its  length.  If  the  quality  control  sera  show  a  greater 
tlian  23D  deviation  fron  the  expected  beCweoa-run  nean  at  a  given  level,  all 
assays  near  that  level  will  be  discarded. 


If  the  Clq  binding  assay  for  IC  proves  to  be  useful  and  can  be  standardized, 
ic  will  also  be  upgraded  to  neet  JCAil  criteria.  Until  that  tiire,  it  will 
not  be  used  in  iiatien.t  jet-c  ,  but  ',/ili  he  utiiizea  ,.ri  researr.b  studie.s 

with  appropriate  cautions  and  controls  used  'o'.’  interpr-tiiig  data. 


Phase  II. 


After  quality  control  standards  for  Dh'.'v  biuding  are  established,  we  will 
begin  Phase  II  of  this  study.  la  this  phase,  -we  will  determine  v/hether 
I’apid  changes  in  DN'A  and  Clq  binding  occur  during  therapy  of  SLE, 


If  rapid  ..'.lucages  are  found,  wo  will  attempt  tc  irrelai  these  ',;ith  change.-: 
in  clinical  status,  vii.h  particular  emphasic-  on  tliffuse  proliferative  glo- 
merulonephrit  is ,  one  of  Che  ’r.ast  serious  2ruvi.r cations  cf  SLE.  Ve  shall 
also  deter-.rine  ’..’hether  these  ato  better  markers  for  acute  changes  than  are 
C3  and  C-'i  levels.  Correlation';  with  skin  tost  reactivity  (internediats 
P?D,  Can  J  da,  Sx.SU,  i.-.u.aps ,  Tr.lchophy tor.)  will  .rlso  be  or  i'-”:.  Ine  i ,  as  wl.].l 
be  changes  in  fluorescent  r.nti:;ucleur  antibody  titers. 


Patients  uv.icccd  to  h'lh'ddC  will.  SLE  a.'.d  act: 
into  th.j.E  fitvidy,  provided  that  they  ha.’ve  not  i- 
acutely  w'.ih.  steroids  nr  ■i..ts'.’ur.r,'Supprt.  .sive  .yy 
fulfill  f  •ur  or  more  Arorica.n  '’hei’.::-..at '  sm  A.f.-o." 
ficatlor.  v  ■  ry  ( ’l--.  r-.  iri.,  u.ep'' j-.: 

formed  or;  ,  .ur:  tor  ;.a ..  t  ic;  yet :.  \  i:i  '  is  stud- 
than  trin.'.  '  *  v«  d.  ^  ...  O  9 


ne,. 'hi.  .Ills  wiii  be  enter  ed 
on  previousj.y  treated 

'.niess  p.atlent.s  will 
atfon  Prelir.irurr’y  Cinssi- 


We  estinate  that  20  patients  f’uifilli.ng  require'j'.ent s  outlined  above  will 
be  available  tor  th.ls  stu.dy  dur'.ng  th".  firr.C  year  if  this  project,  In¬ 
cluding  12  who.oe  .sera  lias  al-:'...dy  beo”-  stored  hut  -.'ot  for  all. 

necessary  c opponent s .  All  patients  entered  into  t'r'is  st'udy  -will  h.ave  15 
nl  of  blood  drawn  once  every  2-3  days. 
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Oh  ; 

.  bindings  will  h^  per: 

S  tl6SC  tOri3'JLSw.S  Oti 

(i 

)  Incubating  sera  with. 

triciated  dc.ibie  st 

t  n  n 

ded  DMA,  ’with  denature 

ndoriuclc.ase  treatmen 

r 

This  p.rcparatic.n  has 

y  I,.ab'jr;'.::,ary  for  f.-'c 

y-- 

a:;>;  (2^  r;cclpitaci.t 

•c.~.  sulfate  at  50%  r.c. 

tur 

.■itlcn',  (5,1  Ce.-.tr !  fuzat 

n-  of  h  ,  ;  1  at 

:  ■ .  ,  ■  y  ■  t  •  r  •  'nn 

-'■■•tti.,:;  r-f>:ture  t  ■' 

'  n  ;  t  C  :  r  ]  )  C 

.;'a  .ci:  -  '  11  at ‘or 

'  ■  .  -  ■- t'T-  - 

Ol 


( 


(7)  Calculai.icr.  of  rorcent-agu  of  :-.'f  ati'.i  'ch'j  pf-jcisi:  ii  of  the  o.s;;ay; 

(S)  i.'hLre  por of  DNA  boi;.-.a  -taotiecls  50A,  ijera  a:''^  dilutf;d  and 

tested  to  deterrtlae  Che  concentrati-v that  gives  a  50"!  binding,  Tiie  "D!.'/-. 
binding  capacity"  of  the  serum,  expe-'s  a-.rd  <?.s  grams  of  DA'A  bound  per  liter 
of  Sctuc;  is  then  calculated.  Binding  capacities  at  30A  r;AA  binding  are 
used  for  high  binding  sera  bec.-iuse  assay  pn  i.;ii.ns  vary  inversely  with 
DNA  binding  percentage  above  this  level. 


An  aliquot  of  each  specimen  will  be  tested  for  Clq  binding  capacity.  Tr.is 
censures  levels  of  iLtaune  cocplexes  and  aggregated  iitmunoglobulins .  I'aci- 
ents  with  SLE  often  have  elevated  Clq  bi--..ii.ng  levels,  nut  the  correlation 
with  disease  activity  is  not  yet  clear.  Th.e  Clq  bind.lng  assay  is  per f anted 
with  the  following  steps: 

(1)  Clq,  the  first  co:.:pv>nent  of  cor.pler.ci.c ,  is  isolated  fron  pooled  human 
plasma,  obt-a^-  ;t:d  from  outcated  vd-.ole  bl  jcc  in  the  ‘.,'ru‘.„Yl  Blood  Bank.  Tlireo 
units  (1500  ml)  of  blood  yield  sufficient  C!  .  for  apprc;<imanely  10,000 
tests. 


(2)  The  Clq  is  aliquoted  and  stored  at  -70'^C.  It  is  frozen  end  Chawed 
only  once. 

(3)  k"nen  ready  for  use,  an  aliquot  is  thawed  and  iodinated  with  125-1. 
Either  Che  Bolton-Huncer  or  Clorar.ir.e  T  method  is  used  for  iodinations, 
depending  upon  availability  cf  reagents  and  eificiancy  of  Ixinding. 

(4)  Unbound  iodine  is  renoved  by  dialysis. 

(5)  125-1  Clq  is  incubated  with,  serum  in  the  presence  of  EDTA. 

(6)  The  Clq  binds  to  immune  ccmple;<e3  and  aggregated  IgC. 

(7)  The  total  radioactivity  added  is  determined  in  a  gamma  scintillation 
cocktail. 

(6)  Bound  1251  Clq  is  precipitated  by  25  g/litcr  of  polyethylene  glycol, 
molecular  weight  6,000. 

(9)  Reaction  tubes  are  centrifuged  at  room  teeperature  at  3000  RPM, 

(10)  Tl.e  supernatant  is  poured  off  and  discarded. 

(11)  Tlie  radioactivity  in  the  precipitate  is  counted. 

(12)  The  percentage  cf  Clq  bound  end  ti.a  .i.ssay  precision  is  calculated. 

(13)  Using  a  standard  curve  wi  th  aggreg.itad  h'u.man  garzma  globulin  (UGG) ,  the 
gram  equivalents  of  aggregated  UgG  precipitatel  i-n  each  serum  is  calculated, 

Th.e  Clq  binding  assay  has  been  parforc:ed  in  this  service  for  over  a  year. 
Although  within-run  precisions  are  wi-'-  n  acceptable  level,  r':n-to-run 


/  ^ 


%’ar  i:;  r.r  sr.l’.'.  .'c_'  [•’-V’.'.  to  V  es  r.isLed  in  d  if  f  ^ '■•rr.  t.  runs  to 

r  Ci  rc'uti"-'  i  V -i .  iozCy  c'-i'.  fjTtj  i 1 ’  c, -j  Xfi  t:'jch  run 

Co  r.ivs  ii  r.cr“ol  range.  /\11  LesLa  are  done  in  duplicate.  In  serial  studies 
on  single  patients,  ail  sanpies  are  tested  on  the  sane  run,  or  divided 
between  no  greater  than  two  runs. 

As  we  gain  nore  experience  with  the  Clq  binding  assay,  we  nay  be  able  to 
reduce  run-to-run  variation  to  a  snail  enough  level  to  allow  exclusion  of 
the  10  nornal  sera,  now  placed  In  each  run.  When  tnis  occurs,  we  will  test 
the  assay  to  deterraine  whether  it  can  fulfill  JCAII  criteria.  In  addition  to 
the  tests  outlined  above,  the  following  tests  will  be  perforced  as  part  of 
the  routine  care  given  to  SLE  patients: 

I’re-S  tudy ; 

1)  CBC  with  platelet  and  reticulocyte  counts 

2)  Westergren  sediiceatation  rates 

3)  SyJiC-20 

4)  Serun  protein  electrophoresis 

5)  Rh  factor 

6)  Urinalysis 

7)  24  h' ur  '"-jr  c',';''atini.u?.  cle:\'  ince  '  ’.d, 

8)  Chest  x-ray 

S)  Elacrrocardiogram 

10)  Rena]  biotsy  where  clinically  indicated. 

The  following  parar.eters  will  be  followed  on  a  routine  basis: 

1)  Clinical  parac.eters  for  classification  of  SLE  -  see  flow  sheet  •?! 

2)  Serial  lab  data:  See  flow  sheet  <•?.;  these  include; 


a) 

b) 

c) 

d) 

e) 

f) 

g) 


D::A  binding  and  Clq  binding  -  once  every  2-3  days  for  four  weeks 
Ciore  until  stable,  than  weakly. 

Urinsl.ysls  every  2-3  days  for  protein  (Dipstick)  and  sedirrsnt. 
Creatinine  clearance,  ser'ca  ersiatinine ,  BDli  and  24  hour  urine  pro- 
.  in  ^  wice  weekl.y  for  2  weeks,  then  once- p-r  week. 

'.I'uekly  CrC  with  'wes turgren  ery  th.rcc/te  sed  iciertation  rate. 

FA]i4  with  titers  weekly. 

C3,  C4  weekly  or  nore  often  if  indicated. 

Weekly  skin  tests  if  negative  at  outset. 
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CHITEHIA 


Fficial  c.-ytFer.a  {bi;-tc-r:’.'y 
rash) 

Discoid  L.--ipu3 

Paynaud's  pr.er.omanon 

Alopecia 

Photosensitivity 

Oral  +/or  na.’-'.'pharyngeal 
ulcers 

Aj-thritis  vithcut  dex'orr.ity 

LZ  Cells  (2  or  more) 

(FAIiA  >  l/loO) 

Chronic  false-positive  (+)  STS 
6  ficnths 

Profuse  proteinuria 
3.5  ga/day 

Cellular  casts  in  urine 

Pleuritis  +/or  Pericarditis 

Psychosis  +/or  con'vtjilsions  in 
the  absence  of  uremia 

Hemolytic  anemia,  +/cr  le\;ko- 
ppnia 

(  ^  1*,0C0},  ~.or  thrombocj-to- 
penia  !  100, COO) 

Miscellaneous 


Scale;  0 


[ 
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useful  adju-scts  to  clinical  rrur.a^err.ent  of  SLl  on  rore  char,  an  occ...si'.ri-il 
basi.s,  and  if  either  of  these  i.s  a  bettor  liO  ra.tetor  tlifin  cho5;s  routinely 
followed  in  cases  where  nephritis  appears. 


Since  ShE  is  a  variable  dise.ase  with  rrciny  p-atterns  of  si,".ptcnatolo';,y ,  It 
is  possible  that  we  nay  determine  that  serial  studies  of  Clq  binding  are 
most  useful  in  sene  types  of  disease,  D'.'A  binding  in  otVier,  and  routine 
testing  in  still  other  casc.t.  The  elucidation  of  such  types  of  disease 
laay  lead  to  inportant  insights  into  the  pat diogenesis  of  SLE  and  related 
disorders . 


Phase  III 

Phase  III  of  this  study  will  at  first  be  performed  concurrently  with 
Phase  11,  but  will  last  longer.  This  will  he  a  retrospective  investigation 
of  DN.4  and  Clq  bindings  in  SLE  patients  and  their  correlation  with  long 
tem  prognosis,  rew  such  studies  exist  in  the  literature  because  of  the 
relative  newness  of  these  techniques  (4),  and  those  studies  that  have  been 
done  suggest  that  the  correlation  is  net  perfect.  Since  we  use  a  different 
DhA  preparation  than  do  other  Investigators,  our  results  for  this  assay  nay 
differ  from  theirs. 

Our  serum,  bank  currently  contains  over  3000  specimens  from  SLE  p.atients. 

More  than  100  patients  have  been  followed  for  a  year,  with  some  being 
followed  for  five  years.  Ve  shall  select  for  cur  analysis  at  least  30 
patients  who  have  shown  at  least  one  exacerb.ation  and  who  have  been  followed 
for  at  least  three  years. 

AIL  sera  from  each  of  the  seieccad  patients  will  be  tested  for  Lh.S  and  Clq 
binding.  A  sera  from,  an  individual  will  l.io  rested  on  a  single  run  to 
minimice  assay  variation.  Sera  will  ,ii.<.o  bi;  •;as.’'od  for  C3  and  Cf  by  radial 
ii'.rr.unc'dif  fusion  with  appropriate  quality  conr  ro . 

Resiilts  will  be  correlated  with  the  clinir.a]  ccurse  of  c.ach  pacien.t,  as 
determined  by  chart  review  by  a  Khcum.atology  IcLlow.  LTiore  the  clir.ic's 
chart:;  are  incc;r.plcte,  we  will  attcm.pt  to  retrieve  the  permanent  in:.:.; ient 
chart  and  cutpatient  charts  from,  the  V.'alte:  Keed  Patient  .Adm  ini  at  rat  ion 
Piviiiion,  from  another  m.illtarp.-  ins  t.illar  i ;  n ,  or  fr-'t  the  patient.  Only 
those  car.t’S  that  can  he  ccTcpicrcIy  dccum.;nt’..d  will  be  analysed.  h'o  test 
will  he  performed  until  the  fellow  is  satisfied  that  the  patients  records 
arc  adequate  for  use  in  a  publication.  While  it  is  not  pos.sible  at  this 
time  to  determ.ine  the  number  of  patients  with  ado:;uate  r€:triev3b]e  records 
that  can  be  used  in  this  study,  we  expect  it  to  be  more  than  30.  Svich  a 
num.ber  would  m.ake  pnssillt’  a  much  larg.ar  study  tliar.  has  yet  bee.n  p".':  ’  ished. 


Il 


Tiiis  wril  ir.olw  ;*J  J  i  :  i  .''i...  J  Iij  c;:  f 

occivlc:'.  ;rcr^  b.cait.ay  people  o,  r-a:.  ii-.f  S'Vj  i..i  for  i-.-oit.'.i  r  ••,03 . 
aid  Lzi:  vr  aipunccurcs  will  b'.’  re.':.  Donors  o'ill  be  idcntif  :  cc 

or.L  y  b;  :  jc  ar.ti  Kc::.  InfoTTreJ  ccmsoi.t  will  bt;  obtained  f  ron  doiioro,  'wi’iO 
will  cbtaia  ro  direct  benefit  fror.-.  this  stLi'.iy. 


Patieiits  v/ith  SLE  and  other  diseases  seen  in  the  Rheumatology  Clinic  and 
on  the  medical  wards  will  be  asked  to  donate  up  to  5(r  cil  on  up  to  three 
occasions  per  week  during  acute  phases  of  their  illnesses  and  less  for  an 
indefinite  period  thereafter.  Sone  of  these  patients  nay  be  aneraic.  This 
study  f.ust  utilize  anemic  patients,  since  this  is  one  of  the  coiraaon  conrr- 
plications  of  SLE.  Where  the  heniatocrit  is  below  35,  reduced  amounts 
of  blood  will  be  obtained.  Because  the  requirement  for  the  use  of  an 
anemic  patient,  this  protocol  carries  more  tlian  a  low  risk,  as  defined  by 
WH  70-1,  8  January  .1979. 

All  adult  patients,  and  persons  responsible  for  minor  patients  and  for 
those  incapable  of  consenting  thewsclves ,  will  be  asked  to  give  full 
informed  consent.  Children  under  legal  age  will  be  asked  to  give  assent 
in  writing  if  capable  of  understanding  the  risks  and  benefit.s  involved. 

This  pndiocol  laay  benefit  some,  patients  t/ho  are  part  of  this  study.  The 
results  of  DMA  binding  assays  and  Clq  binding  assays  nay  be  used  in  making 
theraps:.  r,ic  decisions  concerning  individuals  participating  in  this  study. 
Within  W?A>!C,  these  assays  will  only  be  available  to  persons  participating 
in  this  protocol.  The  tests  will  not  be  offered  to  V.TL'iMC  patlent.s  who 
have  not  given  their  c.c-'.wient  i;o  part Lcipatu,  at  there  are  no  funds  alloca¬ 
ted  for  performing  the  test  on  a  routtra  basis. 

Copies  ot  consent  forms  are  attached.  There  are  three  foms: 


1)  Elo.  -’.cnor  forr,. 

2)  WR.AMC  patient  form. 

31  Guardian  form  for  '.•C-b\MC  p.atient.s  not  competent  to  consent  or  -Linder 


legal  r.ge.  • 

These  for:  a  are  apper.'deu  at  the  end  of  the  piotocol. 


Dat: 


in 


patient.';  wil’i  Ije 


compared  with  those  In  normals  .and  in  other  d'seasns.  Change.';  in  levels 
in  indivi.lual  patients  will  be  displayed  graphically  in  longitudinal 
studies.  .All  parameters  measured  (clinical,  therapeutic  and  serological) 
will  be  alotced  on  the  same  graph. 


Correlations  of  levels  of  dif 
will  be  statistically  analyse 
incl'od -Ing  o  values  for  their 
tic:-.5  obi-  '.ined  in  iengitudirn 
trends  of  one  parameter  can  c 
later  time.  To  obtain  a  sign 
studies,  one  -muat  compare  the 
than  Cwc  individuals,  or  one 
diffcr.ant  times  i.C'the  .‘-mme  i 


ferent  co.nstifaents  in  the  same  individual 
d  by  the  Pearson  correlation  coefficient, 
signlficar.ctj.  It  is  recognized  tiiat  correla- 
1  studies  ars:  often  imprecise,  because 
hange  while  those  of  another  do  not  until  a 
ificanc  number  of  data  point.s  in  such 
y.ime  parameters  at  the  same  titles  in  more 
must  group  simlloi  data  points  obtained  at 
nd  i vidua  1  ,  pro-.' ng  all  o:  t’n-s';  point.a  arc 


.cr.v.  0' 


ai';.:  r: 


joicrt;  ar.L  af-ior  r/a-arapy ,  viil  be  annlyatcl  by  the  Staber.t  t  test. 
■\  D  L  .  01  vill  be  co.’siJcrct.'  as  t:.e  r.ir.i-i;::!  sij  riificaa.t  Itvc-.l.  The 

r’.or::.r.l  r:.r..,e  w:li  b-  deiiauci  r.s  i  2  Kt  :ndnvd  b .  iacii'ri'j  from  th^e 

I'.f  d;-.ra  paincs  in  any  group  appear  r ->  be  .;b:iorr;a  J  ]  y  distributed,  nor.- 
pa. r.-.,..etric  statistics  will  be  used.  T'uese  will  include  the  VJilcor.an 
o.atcViud  pairs  test,  the  Mann-Wliltney  U  test  for  significance  of  differ¬ 
ences  cE  ungrouped  data,  and  the  Speannann  rank  correlation  test  to  find 
the  correlation  coefficient.  Appropriate  .sd;, usto.e.nts  will  be  nade  for 
iircuos  with  large  nut'.bers  of  tier,  obtained  in  ranking  data. 
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PROGRESS  DURING  FY-80: 

U'e  directed  our  efforts  toward  refining  and  evaluating  methodology  for 
measuring  immune  complexes  and  antibodies  to  T)NA.  These  are  involved  in  the. 
pathogenesis  of  SLE. 

Our  present  assay  for  immune  complexes  utilizes  the  precipitation  of  125j 
labelled  Clq  (part  of  the  first  complement  component)  by  Immune  complexes  in 
the  presence  of  polyethylene  glycol.  This  assay  detects  a  high  percentage  of 
patients  with  SLE,  but  is  subject  to  inferfering  substances  and  the  hazards 
of  radioactivity.  To  avoid  the  use  of  radioactivity,  we  tried  to  develop  an 
immune  complex  assay  using  anti-antibody.  This  unique  IgM  is  found  in  occasi¬ 
onal  normal  and  diseased  people.  It  reacts  with  the  antibody  in  immune  com¬ 
plexes  present  in  sever,-;  1  diseases,  but  not  with  unbound  antibody.  Using  the 
anti-antibo'l.y ,  wc  attempted  to  devise  a  henagluttinatxon-inhibitinn  technique 
to  detect  i.  mune  complexes.  The  results  of  these  trials  were  not  definitive, 
however,  and  the  attempt  was  temporarily  postponed  until  further  background 
studies  coul.d  be  conducted. 

Our  assay  for  antibodies  to  DNA,  the  Farr  tec!)aiquc>  involves  the  nrecipi tation 
of  tritiated  DN'A  by  atrasoniun  sulfate  afier  it  has  bound  to  anti-DMA  antibodies 
in  patient  sera.  In  3,000  tests,  we  showed  that  SLE  could  be  monitored  with 
this  assay.  Hov/cver,  tha  assay  is  not  very  v -•pi.od-'clblo,  involves  the  u'-.e  of 
radioactivxt/  and  toxic  chemicals  (xylene),  and  i.s  very  time  consuming. 

V,’e  therefore  tested  a  recently  marketed  fluorescent  immunoassay  sy.sten  (FIAX) 
for  antibod.'oa  to  DMA.  Over  1,000  tests  were  performed  with  this  system. 

We  found  that  the  FTAX  system  while  not  exceccl.tn.vly  reproducible  was  equally 
reliable  as  .he  Firr  assay,  and  had  the  same  specificity  for  SLE.  Further, 
results  cou.Ld  be  obtained  within  3  hours  of  the  receipt  of  a  specimen  with 
a  smaller  tochnician  time  than  the  Farr  assay.  Unlike  the  F-irr  a3s.3y,  trVic 
FIAX  nethot-  .las  ao  radioactive  or  chemical  hazards. 

If  funds  be.’omc  available  to  purc’nase  the  FIAK  system,  we  plan  to  replace  our 
Farr  assay  v/ich  the  FI.AX  method.  This  would  add  an  important  ne-v  capability 
to  our  labc . 'Story ,  and  the  FIAX  metliod  could  be  .uxtenJc.d  to  other  assays 
involved  ii  ^  h.e  dLagnonls  and  L-.'.au'-.ge-.neat  ns' 

Clinical  paraneters  and  serial  laboratory  tec.!; ing  as  outlined  in  the  protocol 
have  been  coilected  on  27  patients  over  the  past  one  year. 

Through  Tri.  -.  "rvice  Medic.al  Inform.ation  System,  coi-’.yttGr  proqrsm,  "Clitfiow" 

v?.3  used  to  .vihauce  the  evaluation  of  the  large  .iinour.t  of  data  collected. 
Approxittately  65,000  bits  of  data  were  entered  and  analyzed  through  -various 
worksheet  panels.  The  computer  analysis  has  been  completed  and  the  information 
derived  is  presently  being  organized  and  will  be  placed  in  written  form  for 
publication  and  A.'erican  Rheumatism  .Associatieiv  Rational  Meeting  submission 
by  mid  January  1981. 

Since  norm.al.  blood  bank  donors  could  not  be  u.c.-'d  in  this  study,  the  normal  range 
was  determined  using  sera  from  normal  bospitai  st.aff  and  patient?  :;ithout 
significant  disease  that  v.'ere  referred  to  the  Rho'.zma tology  Clinic. 

.A  ri'^isaJ  co.;te.nt  for;n  'w.;?  pieuar-c-.I  to  meet  I'l- [ULi'ur'vnL:?  o:  USC.  Ihi.n  is 
appenled  to  ' report. 
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CONCLUSIONS  DURI^■•G  FY-8Q: 

We  have  validated  the  Farr  and  FIAX  assays  for  antibodies  to  DN’A  to  conform 
to  JCAH  standards.  Because  it!^-  simplicity,  spe. -d  and  safety,  we  found  the 

f'lAX  method  to  be  superior  to  the  '‘.irr  assay .  It  seems  to  be  the  best  meiihod 
currently  available  to  measure  these  antibodies,  although  its  reproducibility 
needs  improvement. 

We  are  continuing  to  evaluate  new  assays  for  immune  complexes  and  anti-DNA 
antibodies.  We  are  also  currently  using  these  to  determine  the  significance 
of  these  substances  in  SLE  and  related  disorders. 


Publications  or  Abstracts,  FY-80;  (Continued) 


Lindsey  SM,  Berne  BH,  Snyder  KL,  Lawless  0 J :  Circulating  Immune  Complexes 
(CIC)  Response  to  Standard  Steroid  Therapy  in  Acute  S 'stemic  Lupus 
Erythematosus.  43rd  Annual  ''eating  of  the  .American  kneumatisri  .Association 
1979. 

Lawless  OJ,  Lindsey  S,  Snyder  K  and  Berne  B:  Circulating  Immune  Complexes 
(CIC)  Response  to  Standard  Steroid  Therapy  in  Acute  Systemic  Lupus 
Erythematosus  Nephritis.  IXth  European  Congress  of  Rheumatology,  1979, 
Wiesbaden. 


CLIJJICAL  INVESTIGATION  PROGR^IM 


Work  Unit  No.;  3162-R 
Funds  Utilized,  FY-8Q; 


Funding  Requiremaniis ,  FY-8I: 

Personnel :  One  full  time  military  (Sp  4)  or  civilian  (GS-09)  technician 
is  required  for  this  project.  There  is  no  Clinical  Investi¬ 
gational  personnel  currently  available  for  this  protocol. 

We  request  the  assignment  of  a  CIS  technician  to  complete 
this  project.  This  additional  person  was  authorized  by  the 
most  recent  manpower  survey,  but  has  not  been  assigned  to  the 
Rheumatology  Service. 

Equipment :  FIAX  Fluorometric  System  (Medcase  Request) 

Beckman  Refrigerated  Centrifuge  (Medcase  Request) 

Supplies 

Radioimmunoassay : 


Isotopes  (125-1  Bolton  Hunter  Reagent) 

6  Orders  at  $200.00  per  order 

Scintillation  Cocktails  (for  5000  assays) 

Scintillation  Vials  (for  5000  assays) 

Polystyrene  Tubes  (for  10,000  assays) 

Pipette  Tips 

•  Serum  vials  for  storage  (1500  vials) 

Other  Glassware  and  Plasticware 

Chemicals  (buffers,  radiac  wash,  etc) 

Miscellaneous  Supplies 
TOTAL  SUPPLIES 


1,200,00 

1,500.00 

1,000.00 

2,000.00 

1,500.00 

500.00 

1,000.00 

500.00 

1,000.00 

$10,200,00 


Travel : 


500.00 


Publication  Costs; 


500.00 


T^otocoi  No:  31PJ-H  ■ 


Title  of  Project: 


Lii;  K’.tc'rirr.  ^ 
Fiool 


Histocompatibility  Antigens  in  Acute  Uveitis, 


Star<^^°:  Ti?^=>.^ep'tember ,  1979  (ssfcimated  Completion.  Date:  Aoril-May  1931 
Principal  Investigator:  Joseph  T , '  Te sar ,  M . D . 

Associate Invssiigaiors;  D.M.  Strong,  Facility:  Walter  Reed  Hospital 
Chief,  Histocomp.  Lab,  Paul 
Killian,  Rheumatologist,  F,  ~~ 

V/ergeland,  Chief,  Opth.  Serv,  Dept/3vc  Medicine-Rheumatology 


KevWortis:  ,,i  .  j.  .  j.  • 

hla.  Acute  Anterior  uveitis 


Accumulative  r<  .iDCASfj 
Cost :  $5,537.33 

FY-SO  l.IEDC-ASF  Cost: 


Accumulative  Contract 
Cost;  $5,587.38 


Accumulative  Supply 
Cost:  $8^9.10 


Periocuc  Re\'i3w  R3sult.s:__ 
(to  be  filled  in  by  D  Cl) 


Srudy  Objective; 

To  determine  the  frequency  of  ULi\-C  scries  antigens  and  HIA-B? 
crossreactive  antigen  (R-7,  B-27,  B-22,  B-^0,  B~^2)  in  acute  anterior 
uveitis,  - 


Technical  /..pproach; 

Complete  histooompat j.bi.lity  typing  of  all  patients  presc.nting  in 
the  opthaimology  clinic  with  the  diagnosis  of  acute  non-granulo- 
matous  uveitis.  See  also  the  protocol  annual  progress  rep-.-rt  appende. 


Progress  during  FY-SO: 

See  annual  progress  report. 


Number  of  .s^delects  to  be  studied  before  completion  of  study:  12-1  $ 
Serious/une.oected  side:  effects  in.  subjects  parficipating  in.  project: 

Hone 

Conclusions: 

See  annual  progress  report. 


Publications  or  Abstracts,  FY-SO: 

See  Annual  progress  report. 
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Work  Unit  No.:  3163-R 


Title:  Histocompatibility  Antigens  in  Acute  Uveitis  (AAU) 

.  Investigators: 

■  Principal:  Joseph  T.  Tesar,  MD,  Staff  Rheumatologist  URAMC 

Associate:  Paul  J.  Killian,  MD.  Fcnrerly  Asst  Chief  Rhe-.-matology  Svc 
D.  Strong,  MD,  Chiei.  Histocompatibility  Laboratory 
F.  V'ergeland,  MD,  Chief,  Ophthalmology  Svr; 

Starting  Date:  September  1979 

Completion  Data:  April  1981 

Objective:  To  determine  the  frequency  of  HLA-C  Series  of  antigens  and 
HLA-B7  Crossreactive  antigens  (B-27,  3-7,  B-40,  B-42,  B-22)  in  acute 
anterior  uveitis. 

Key  words:  ELA-Cl,  HLA  C-2,  B-7  CREG  antigens,  acute  anterior  uveitis. 
Technical  Approach:  No  modifications 
Progress  Reports  (Conclusions)  : 

1)  The  HLA-C2  an  antigen  whose  association  with  uveitis  has  not  yet 
been  described  was  found  to  be  present  in  this  study  in  70"  oi  34 
patients  with  acute  anterior  (non-granulomatous)  uveitis  (AAU) . 

This  is  in  contrast  with  a  39%  incidence  of  HLA-B27  antigen  in  the 
same  population  (nl  population  =  8%  HLA-B27,  10%  HLA-C2p 

2)  The  relative  risk  for  occurrence  of  AAU  in  persons  with  KLA-C2 
antigen  was  calculated  to  be  27.0  and  those  with  B-27  antigen  7,1. 

3)  The  Incidence  of  rheumatic  disease  (ankylosing  spondylitis  and 
Reiter’s  Syndrome)  was  17.6%  in  this  population  (5/34) . 

Publications:  Joseph  T.  Tesar,  MD,  Paul  Killian  MD,  David  Strong  PhD  et  al 
Acute  anterior  uveitis,  strong  association  with  a  new 
histocompatibility  antigen,  HLA-C2.  In  Preparation,  1980 

J,  T,  Tesar  et  ali  Histocompatiblity  antigens  in 
acute  anterior  uveitis.  Submitted  to  the  Am, 
Transplant  Soc.  meeting  1931. 


Unit  i  i  o . : 


3163-R 


liiGS  Utilized.  FY-SO:  $2000 

.nding  Reouzreaents .  fY-£i1:  $l800  (including  supplies,  travel  and 

publications). 

Personnel :  (naae  and  grade) 

^pQujpr.gnt :  Cdascribe  in  detail  including  coj.t)  Rone 


S u 0 9 1 1  e 3  :  (consuivable  ,  animal  purcaase)  $1300 

Travel :  (ctssion  oriented,  training  and  presentation)  $500 

(equipment  rentals,  contracts  for  sori^ice,  animal  care 
reprints)  None 


a 


^  nart 


Protocol  Ko:  3165 


,iclo  of  Pl-ojecfc:  Clinical  Trial  of  ?;kln  Testing  with  Major 
and  Minor  Penicillin  Derivatives  in  Rospicalized  Patients. 


I'inai 


■-dru.'fincr  Date:  June  1980  jnstiGaated  Conwlctioii  Date:  July  1982 


•  • 

rrincipal Investigator:  Richard  Evans  III,  COL  MC 


.‘.ssociate  Investigators: 

Delia  T.  Gaines,  MAJ  MC 


Facility;  waiter  Reed  Army  Medical  Center 
Dept/Svc  Allergy- Irrx.uriologv 


1  coiniulativa  MFD  CASS 

^05c:  _ 


■-SO  0,IEDCASF  Cos 


Accumulative  Contract 
Cost:  0 


Accumularive  Supniy 
Cost;  0 


(to  be  jiLlecl  in  by  B  Cl) 


Soidy  Objective:  To  determlnn  whether  current  penicillin  determinants' are 
adequate  to  p^<  edict  patient's  response  to  penicillin  and  derivatives. 


r 

rnchnicol  Appror-.ch:  Sk'Jn  tent  history  positive  and  negative  patients  who  will  be 
givsn  penicillin  /jncl  r^^cord  rGcict.ions,  if  ^ny. 

Progress  duri:^  EY-SO:  To  date,  we  have  tested  12  patients^.Ath^ 

-lla-r-.,..  Two  ■.''•'.■•.•is  'h-'i'I  ;0'.  ^ti.V^  tCStS  .i'-'.  V.-I  '  ■  A”  ■“ 

>  !  :n  n  •  dor  r-at 'ven  vit-'-ji..!  reaction,  he.  nave  oe,<ua  C..  \ 

history  negative  patients. 


bar  of  subicefs  to  be  stricUecl  before  coomlefion  of  .strdv 


/unc.-cpccted  side  elfecbs  in  subjects  p;u'ticip:dLng  m  project 


nclusions:  Pone  can  be  drawn  at  this  time 


jiications  or  Abstracts.  FY-  SO:  None 


or.: 


unit  i;0  ■  :  3165 


unds  utilized.  r'l-oO:  None 

unding  rieg  uirenen  ts  ,  fi'-tl:  $1500.00 

Personnel :  (name  ana  grade)  No  additional  requirements  10  hours  week/med 

tech 

P'Guiprr.ent :  (describe  in  detail  including  cost)  No  additional  requirement 

Supplies :  (consumabls  ,  aniraal  purchase)  No  additional  requirements 

Travel :  (mission  oriented,  training  and  presentation )  S1500.00 

Other;  (equipment  rr.htai3,  contracts  for  service,  animal  care  and 
reprints)  No  additional  requirements 


Titla  of  Project: 


Finid _ 

All  Evaluacion  ol:  Local  Anesthetic  Skin  Testing  and  Progressive 
Cliallenge  in  Patients  with  a  History  of  an  Adverse  Reaction  to 
Local  Anesthetics 


Stoxtiao- Data:  9‘;  i  osn  jclstimatecl  Complctioii  Data:  i  gai 

.  .  ,  _  Richard  J.  Summers,  LTC  MC 

Principal  Investigator;  h.  s.  Nelson.  COL  MC 

- d'licliael'  Gcitat':!^'; 

Associate  Investigators; 

Richard  Evans  III,  COL  MC 
Bonnie  Baswell,  MAJ  MC 
Richard  Weber,  LTC  MC 
Clarence  Virtue,  COL  MC _ 


Facility: 


ViRAMC 


Dept/Svc  Allergy-Clinical  Imuinnology  Service 


Keywords:  j.ocal  Anesthetic;  Skin  Tests;  Challenge;  Adverse  Reaction 


Accmnulative  AIEDCASE 
Cost:  m/a  _ 


Acciuniilative  Contract 
Cost:  n/A _ 


Accmnulali  v'S  Suppl3f 
Cost:  N/.\ _ 


ry-SO  AIEDCA.SS  cost; _ 


Periodic  ri  '-.-iev,- 
(to  be  fUled  in  by  DCI) 


Study  Objective:  Evaluation  of  local  ar.cnthetic  skin  rr.szir.^  and  progressive- 
challenge  in  patients  with  previous  adverse  reaction  to  local  anesthetic. 


Technical  y .-iipiOci-ch.  existing  to  .loco.l  nneotiietj'i'  ■■  o  wiiici' 

reacted  (by  history)  is  perforiuod  at  low  concentrations.  The 
gradually  increas-cd  until  cither  a  positive  sUin  to?'.,  occurs  ' 
local  anas' hetic  has  been  r.ol.cr-'f'od. 


ti':*'-.  i-,aLierit  har, 
cc/i'icent’-ation  i.s 
fijll  strength 


Progress  ditring  FY^-SO;  -Jq  P  patients  have  been  Completely  tested  and  found 

to  be  negative  at  full  strength. 


Number  of  subjects  to  be  studied  before  completion  of  study:  son  paf-tenre  a 
Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions : 


Insufficient  data  at  present 


None  so  far 


iUUUT- medical 
Centers. 


Publications  or  Abstracts,  FY-SO:  None 


CLINICAL  INVESTIGATION  PROGRAM 


Work  Unit  No . :  3166 

Funds  Ucil ized,  FY-80:  N / A 
Funding  Requirements,  FY-8I:  N/A 

Personnel :  Richard  J.  Summers,  LTC  M"  and  Associate  Investigators 

Equ ipm e n t  :  N /  . 

Su  pplies :  Consumabie  supplies  utilized  are  those  utij.ized  in 

normal  patient  care 

Travel :  Presentation  of  paper  at  one  national  meeting  -  $800. 

Other;  N/A 


Di'.to;  7  October  1980 


i 3 N;.’;  4113 


'riMc  of  P:  "Cooperative  Gynecologic  Oncology  Group" 


!o.:^!.us:  I/loviiii  XX 

1  T\r,d 


Staj-lir.'-i-  Diilo:  N/A _ tii.tirtKttc-.!  Co-n;’lofici;  D.-ce:  N/A _ 

IViucipiil  Investigator;  Robert  C.  Park,  COL,  MC,  USA 

Associate  Irivesli^n-tov?;  !  V-'ac.iLty;  Walter  ReeJ  Army  Medical  Centp^=, 

Paul  B.  Heller,  LTC,  MC,  USA  _ _  '  Outpatient  Clinir: _ 

Terrel  J.  Michel,  LTC,  MC,  USA  _ Department  of  03-GYN,  GYti  Oncology 

Geoffrey  Weisbaum,  LTC,  MC,  USA  '  Uept/bvc 

William  Mc2lia.  MAJ.  MC.  USA - - 

Keywords;,  M/A 


Acciunulatise  MEDCASL’ 
Cost: _ M/.*, _ 

Ti'-oO  MKDCASS  Costr* 


Accumul.iMve  Contract 
Cost:  X/A 


Accumulative  Supply 
-  ;i’/A 


I  Periodic  Peview  Results: 
I  (to  bo  filled  in  Ly  DCI) 


Study  Objective:  The  Walter  Reed  section  of  Gynecologic  Oncology  is  involved 
with  nationally  organised  Gynecologic  Oncology  Group  which  contains  33  of  tin; 
major  medical  centers  in  the  country  which  are  interested  in  the  area  of  gyne¬ 
cologic  tumors  and  treatment.  GOG  Is  recognized  and  funded  through  the  Nai;ional 
Cancer  I:i3i:itiite. 


Technical  Approach;  Walter  Reed  is  active  in  23  GOG  protocc's.  Presently,  tVierc- 
are  36  protocols  either  coatiuuiag  to  collect  data  or  active.  Tliese  protocols 
involve  t  n,-;:  t-menc;  of  o-/  .r'c'i  ca- i  ct,.;  ;  >  cerv'  ■.  cr-'maw.t.  sc  .  oJ  .  . 

t.r.dcmetrLu;ii  .;c.d  utor  .'.ni.-  .■;'’rcOt;;a .  To  d oe  o\'-r  O' 1  6  patieniS  nave  bee.',  registered 
in  this  group  from  Walter  Reed.  About  ?92  have  been  placed  in  specific  protocol 
studies. 

Jhr.'tPfc-j.'.  .!i!:i:’.y  -o'.'*  ■  About  292  patients  have  beer,  placed  '-'i  GOG  prnt:r,r.nlr  f  ro:ri 

.alter  Reed, 


?iur::--T  cC  to  h-;  ;>r-:'oco  con.pleroa  c.r  t.iup.v:  Unknown _ 

.Scrioixa/rr’.s.':;:c..te(.!  caocta  in  subjecis  partit  iptitung' in  pn  oiec:t:  Detailed  in 
previous  reports. 

Co.alu.-'ipn.-. ;  Detailed  in  previous  reports. 


Date:  - 

- 

Protocol  No: /!  i  s  4|i6 

Status; 

Interim  / 

Title  of  Project; 

The 

Evaluation  of  Fetal  Systolic  Time  ^ 

Final 

Intervals  and 
Indications  of 

Beat  to 
Fetal  i' 

Beat  1  iiterva  1  ^r iat ions  in  Fetal  Heart  Rate 
'aturity  and,...#^al  Distress. 

as  Early 

StiirMns  Date: 

FY 

Estimated  Comuletlon  Date; 

undeter 

m  i  ned 

Pi'incipal  Investigator; 


Associate  Investigators: 
H.  KLAPHOLZ 
H.  SKIBA-POWELL 


Key  Words; 


JAMES  HADDOCK 


Facility:  v/RAMC 


lEtept/Svc  OB  Ob 


Accumulative  3MEDCASE 
Cost: 

Accucnulatire 

Cost; 

Contract 

Accumulp.tive  Supply 
Cost: 

1  1 

FY-SO  IvIEDCASE  Cost: 

Periodic  Review  Results: 

j  (to  be  filled  in  by  BCI) 

Study  Objective:  xo  determine  fetel  condition  by  evaluating  cardiac  function 
by  fetal  systolic  time  intervals 


Technical  Appro?-ch;  Systolic  time  intervals  is  determined  by  EKG  and 
pnoro  cardiography. 


Tnis  project  has  been  inactive  since  our  initial 
With  development  of  protocol  4151  we  hope  to  be  able  to 
'  Progress  during  FY-SO;  do  this  accurately  by  totally  non  invasive  means  an-t-enar 
by  an  abdominally  derived  fefal  EKG  signal.  Hopefully,  we'll  have  this 
technology  by  late  April  or  Early  May  and  could  consider  doing  this. 


Number  of  suinaefs  to  be  .studied  before  completion  of  sludv: 

60 

Serious/ima.'-qiected  side  effects  in  subjects  participating  in  project; 

Conclusion.s: 


The  additional  new  feature  of  the  technology  is  to  derive  the  fetal  EKG 
signal  by  a  non  invasive  means,  namely  from  the  maternal  abdomen  rather 
than  from  a  feta!  scalp  lead.  This  is  being  done  under  an  approved 
research  protocol.  An  amendment  to  4116  Is  in  order  but  we  would  prefer 
to  submit  this. at  a  time  when  we  have  this  ability  In  hand  and  have  a 
specific  procedure  in  mind. 


:  17  0-jc:  30 _ 


ntie  of  l^'oject:  Pe  I  a  I 
Continuing  Project 


li’l’otocol.  No:  4124 


Intensive  Care  '-cn i  tor i ng  in 


ISlatu-s:  Ir.tcrini  x 


Iriiial 


Staitla?  Uni  a 


Principal  lavastigator: 


Associaie  Investigators: 
T.  FRANK 

A.  PRESaVLlCK 
H.  SKIBA-POWELL 


stirnnted  Cotnolation  U 


JAMES  B.  HADDOCK 


Facility:  WRAJ-IC 


3^«at/Svc  oa 


Key  Words 


Accumulatj '/a  IVIEDCASE 


FY-SO  l-ISDCASS  Cost: 


Accumulative  Contract 
Cost:  _ 


Acciimulniive  .Supply 
Cost: 


Periodic  Review  rLfi3uit3:_ 
(to  be  filled  in  by  DCI) 


iucy  joctive.  accumulate  a  data  base  on  perinatal  outcome  in  relation 
to  fetal  hvcnrt  rate  abnormal  Ities  and  labor  curve  abnormalities. 


Technical  Approach;  ^ach  fcbal  heart  rate  tracing  nd  lab-  ^  r-ve  Is 
reviewed  ...id  classified.  V/e  currently  iiave  avaii.-Jble  -fechne  ogy  to  put  this 
infomratiori  on  a  disk  or  computer  tape  for  reference. 


Progress  duilng  FY-80; 


as  above 


Number  of  subiects  to  be  studied  before  co.T.oletion  of  .stud 


SeriousAmar^pected  side  effects  in  subjects  participating  in  project: 
none 


Conclusions : 

Currently  we  have  collected  and  categorized  over  6,500  FHR  Tracings  since 
initiation  of  this  protocol.  Review  of  these  currently  is  time  consuming 
and  difficult.  Shortly,  we  will  have  the  ability  to  put  these  directly 
into  a  computer  memory  system.  This  will  provide  an  Invaluable  data  base 
for  analysis. 


Date:  17  Dec  8C 

IProtocol  No;  4179 

Isi;  'itus; 

Interi  in  y 

Title  of  Project:  Antepartum 

Hnal 

Fetal  Evaluation  cf  Noise  Evolved  Heart 

Rare 

Response  as  an  Indicator  of 

Fetal  Well-being. 

Stirrting  Data:  1 976 

[Estimated  Completion  Date; 

-May  87 

Principal  Investigator: 

JAMES  HADDOCK 

Associate  Investisators: 
H.  KLAFH0L2 
T.  FRANK 
A.  PRESBYLICK 
H.  SK18A-PCWELL 


Kev  'Yords: 


Facility:  WRAMC 


■Dept/Svc  CB 


Accumulative  ?iIEDCA,SE 
Cost: 


Accumulative  Contract 
Cost; 


Ac  cuiaul  ;iti va  >Supj)ly 
Cost: 


FY-SO  J.IEDCABF  Cost: 


Periodic  Re'.dew  E,es’jlts: 
(to  be  filled  in  by  DCI) 


Study  Objective;  jo  test  the  validity  cf  the  concept  that  Fetal  Heart  Rate 
accelerations  in  response  to  an  external  stimulus  are  as  good  a  predictor  of 
fetal  well  being  as  are  those  associated  with  spontaneous  feta!  movement  and 
accelerations: 


Technical  Approach:  Petal  heart  rate  is  recorded  by  standard  techniques  a  five- 
second  tone  pulse  90  to  121  decibels  is  used  to  arouse  the  fetus  and  response  noted 
This  nas  proven  to  be  art  excellent  technique  as  shown  by  others  as  well.  When  we 
have  a  computer  program  to  examine  spectral  frequency  analysis  of  fetal  heart  rate 
variability.  We  plan  to  incorporate  this  technique  Into  the  project. 

Progress  during  FY-SO: 


Nurr.bmvof  mibiects-  to  be  st.-.died  before  C‘~>mr!^elion  of  .sdtdv:  ;  cc  _ 

S2rious/ime>:pectecl  side  effects  in  subjects  participating  in  project: 

_ none  _ _ _ 

Note  additional  Co  Investigator  on  this  protocol  is  John  Read.  Initial 
work  accomplished  on  this  protocol  in  1976  was  premising.  However,  the 
initial  investigator  left  and  In  the  Interim  several  papers  were  published 
on  this  technique  which  is  now  accepted  as  standard  practice  in  current 
ante  partum  testing.  We  are  developing  a  computer  technology  to  accomplish 
spectral  frequency  analysis  of  FHR  variability  under  an  approved  protocol. 
We  intend  to  use  the  same  set  up  as  proposed  but  -  simply  analyze  the  data 
obtained  with  a  computer  program. 


l.’ilcrii;'.  XX 


7  Or.  r ,obj?r_15aO _ iProtoonl  _,4 1,';! A _ 

I'lrle  oi  x’!  “Treatment  of  l.'omen  with  Cervical  Cancer, 

Stage  IIB,  IIIB,  IVA,  Confined  to  the  Pelvis  And/Or  Para-Aortic  Nodes  With 
Radiotherapy  Alone  Versus  Radiotherapy  Plus  Immunotherapy  (Intravenous  C-ParvuTn) 


btSidi’-Ve  D:iLe; 

hlstini  ited  Ctit-.vil.fiion  UnknoiTn 

■ 

Priiicii);tl  InvcsUgatOi’: 

Robert  C.  Park,  COL,  MC,  USA 

Associate  luvesLigatofs  r 
Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 
William  Naglia,  MAJ,  MC,  USA 


facility:  Walter  Reed  A.nr.y  Medical  Center' 


Depfc/Syo  Department  of  03-GYN,  GYN  Oncology 


Key  Words: 


Cervical  cancer,  radiotherapy,  and  immunotherapy 


.-Vccunniilative  MCDCASY 

Accumulalivs  Contract 

H,ccujTii:I.:,,ti  v£  Supply 

Cost;  None 

Cost;  None 

Oral;  None 

1 

L-  -  . .  . 

I'V-SO  Mi;i)CAtid  Cost; 


None _ _ 


f I’eriodic  Review  'ier^oits: 
(vj  l>e  in  by  -Cl) 


(Mudy  Objfi-tive:  Radiotherapy  is  the  standard  treatment  for  patients  with  advanced 
cervical  carcinoma.  The  goal  of  this  project  is  determined  f  ':he  addi.tion  of 
immunotherapy  v/ill  enhance  the  radiation  response  rate. 


Tcclfiicci  At'p  ■...oil;  The  patients  are  randomized  to  one  ol'  iireatinen!  veginirmr  ; 
1)  Radiotherapy  alone,  or  2)  Radiotherapy  plus  C-Parvum.  /.■•c-dment  to  the  prolocc.j 
states  that  patients  who  have  clinical  Stage  IB  found  to  hav  .  sense  extondiu;-  out 
to  the  pelvic  side  walls  at  surgery  are  eligible. 


IhrooTes.-.  J'.'.ririy  FY-SC:  One  hundred  and  ninety-two  patient  7r-.up-wide  have  been 
evaluated  as  eligible.  Ten  patients  have  been  submitted  frer..  '..'alter  Reed. 


N ti"d)"r  of  to  t : ; ;  slitdaed  befoi’o  c<.cnwletion  ot  shtcly:  Annua  1  accrual;  150  p a t. i  c n t 

b'.;rious/’.Lne.\7>oet?d  side  ett'eecs  in  subj‘;(:t3  participating  in  project;  Adverse  effects  that 
were  seen  were  basically  those  expected. 

Co.telu.'ion.s:  It  is  too  early  to  draw  any  conclusions  with  -tgard  to  improve 

survival. 


t 
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7  October  1980 


I  T  *>' 


lirl-. 


"A  Randomized  Comparison  of  >!elphalan 


L,.JZ 


XX 


fv 


Alone  Versus  Adriamycin  and  Cyclophosphamide  Versus  nexametliylmelanilne  and 
Melphalan  in  Patients  with  Ovarian  Adenocarcinoma,  Suboptimal  Stage  TIT,  Stage  IV, 

or  Recurrent  Equivalent  to  Stage  ITT  or  TV  (Phase  ITT)  GOG  #22. 

...  “pv  .•  ..•r-  7  c  '  Cl'tJi'sd'rcT'p'arl'cnr^'GriLry 

J.do: _ _ as  of  4  June  1979.  ^ 


IViiitip.'ii  It'.  e.sLlgT.tor;  Robert  C.  Park,  COL,  MC,  USA 


As.soc  lute  L;\'esligr-tors : 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


Facility: 


Dept/Svc 


Vlalter  Reed  Army  Medical  Center, 
Ward  67,  and  GYM  Outpatient:  Clinic 


Department  of  OB-GYN,  GYN  Oncology 
Service 


'Aoids:  Melphalan  versus  Adriamycin  it  Cytoxan,  versus  Hexamethylmelamine  and 

_ Melphalan  in  Ovarian  carcinoma _ 


AcctunuLitivo  MEDC.YShI 
Cost:  None 


Accnunulablve  Contract 
Cost:  None 


IT-hO  AltioCAaE  Cost: 


N/A 


AccamuJative  Supply 
Co.'.t:  None 


I'eriodic  Itevis,.’  J'.e.sults: 
(to  V.'O  filled  in  Ly  DCl) 


Study  Objocrive:  Single  alkylating  chemotherapy  agents  produced  30%  response  rate 
in  patients  with  epithelial  ovarian  cancer.  The  objective  of  this  study  is  to 
determine  if  adding  Adriamycin  or  he>:amethylr.elamine  will  enhance  the  response 
rate. 


Tccl'.'iical  .Ayipror.ch;  Patients  are  randomized  into  one  of  three  treatment  arms. 
1)  Alkeran;  2)  Alkeran  plus  hexamethylmelamine;  and  3)  Cytoxan  plus  Adriamycin. 


j  i'V-t':.-  The  total  number  of  patients  entered  into  this  study 

was  432.  The  total  number  of  patier.t.s  from  Walter  Reed  was  22. 


-r  jf  f  I  ''  :  U.:  dv'^1  ■'.•onv 'tvtiua  of  sn.ici'.’: 

Sczi.:/i.;-;/iLr!c;-vw<.F'd  si  '-;  otidc's  in  :  -7'j';rt3  u-u-Tlcip;:tinjV  in  p 
serious  side  effects  in  any  'Walter  Reed  patients. 


Approximately  430. 
,'jer-t:  There  were  no 


I •>:  ic'cs ;  The  combination  regimens  appear  to  be  more  active  than  Melphalan 
alone  in  producing  complete  responses  in  these  stages  of  ovarian  cancer.  Adria- 
mycin  and  Cyto.xan  has  a  slightly  higher  response  rate.  Melphalan  and  hexamethyl¬ 
melamine  is  oral  and  avoids,. cardiac  risk  and  alopecia. 

> 'u!..:eat  u;  i.i  or  .■  ;  T-->0: 


D.'.t'j:  7  October  19 SO 


li'r'^ro'ol  i'-y:  4136 


Vici-  of  P.3ccoai2ed  Conparison  of  r-i'elphai-ia  Alone' 

Versus  Malphalan  Therapy  Plus  Iiimunotherapy  in  the  Treatment  of  Women  with  Stage  III 
(Optimal)  Epithelial  Carcinoma  of  the  Ovary  (Phase  III)"  GOG  /,‘25. 


Co"',  lie' in;;  I  t'.ie.  Unknown 


I'iincipid  iuves!,iiJC!.tor:  Robert  C.  Park,  COL,  MC,  USA 


Associate  liivesilgatars: 

Paul  B.  Heller,  LTC,  MG,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


Fatuity:  Walter  Reed  Art^  Medical  Center, 

Ward  67,  and  GYN  Outpatient  Clinic 

Dept/Sve  department  of  OB-GYM,  GYN  Oncology 
Service 


Kay  Words:  Epithelial  ovarian  carcinoma  treated  by  Melphalan  and  immunotherapy 


Accumulative  MFD  CASE 
Cost ; _ None _ 

rV-SO  Mr^DCASF.  Cost; 


Accumulative  Contrac-t 
Cost;  None _ 


AccuratdatLvc  Supply 
Cost:  None 


rV-SO  MriDCASF.  Cost; _ None _ _  Periodic  Ilevlew  Ilesults: 

(to  b©  filluci  in  by  DCI) 

Study  C'ojective;  Melphalan  alone  produces  a  30%  response  rate  in  patients  with 
epithelial  cancer.  The  objective  of  this  study  is  to  determine  if  the  addition 
of  an  ienuno therapy  agent  will  -nhance  the  response  'te. 


Technical  'vjpri\u;h'  ruticnl;;  -./ith  optimal  r.":  .pithciia.'.  ■  orcincma  of 

ovary  are  randomized  to  one  of  two  treatment  regimens.  Regimen  1  is  Melphslan 
alone  and  ■■’.egimeri.  2  if  '-'cl-phalan  plus  C-Parvum, 


ih'Dgvcss  uu;'i;’.;.',  .L'  '-S','.  One  hundred  and  ninety-four  patients  have  been  entered 
into  this  protocol  in  the  entire  GOG,  Walter  V.ceu  h.is  entered  three  patients  in 
this  protocol. 


X  :'"b.T  C  studl-ct  b  : ioi'C  .n plu' io;;  of  ;.h.ic:y: _ 150  patients  annual  acci  naj 

.'■•-.1  ;ous/iune opeuted  nide  nii.'uts  in  subjents  pnrTiciprting;  in  projeut:  No  severe  reactions 
have  been  noted  in  either  of  the  treatment  arms. 

<.’•>: ;  None  at  this  time. 


Date-  7  October  19SQ _ ) ;  ‘T'ccccu’  '  i o :  4137 _ _ !  X>I 

Title  of  :  ;jvc-;  "A  Randomized  Comparison  ofTl-clvic  and  ' 

Abdominal  Radiation  Therapy  VersusS^^-ri^tT'^diation  and  Melphalan  Versus  Melphalan 
Alone  in  Stage  II  Carcinoma,_£i.£--<Trtr^/ar>-  (Phase  III)"  GOG  #29 

Mtrrii!'.'-  'ido:  11  February  1977  T’  ti'-.i  ;(-.d  Cu-r.oTrM'Vi  !).:>,■:  November  1978 

iYiiicijJtil  i’-iVesti^G'-Oi':  Robert  C.  Park,  COL,  MC,  USA 


Al=uo Inves^ty;,':i.or-' : 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 
Uilliam  Meglia,  MAJ,  MC.  USA 


'Facility:  Walter  Reed  Army  Medical  Center, 

j  Ward  67,  and  GYM  Outpatient  Clinic 

j - - - - — - - 

(Dept/bv^  Department  of  03-GYW,  GYM  Oncology 

j _ Service _ _ 


]A;y '.’v'ordr;  Stage  II  ovarian  carcinoma,  pervic  radiation,  Alkera' 


.Yc'cnmui-M'-'e  MLDC.vSa  1 

Cost:  None  1 

.'wCi'.iv.cl-^fivs  Co.n'rnct  i  Acc-Lzroia'avc  fiopply 

Lost;  None  j  Co.'it;  Non? 

; 

lA'-;  U  fuLidCAca  Coif:  None 

re’-';  ..icUc  Te’.ie'.v  Ilesults; 

(to  b«  filled  in  by  DCI) 

Muidy  Obj-JCtive;  The  standard  treatment  for  patients  vith  Stage  II  ovarian  car¬ 
cinoma  has  been  postoperative  irradiation  to  the  abdomen  and  the  pelvis.  Recent 
data  supports  that  single  alkylating  chemotherapy  is  equally  effective.  The 
objective  of  this  study  is  to  determine  if  radiation  alone,  chemotherapy  alone, 
or  the  combination  of  the  tvo  are  the  best  treatment  methods  for  this  disease. 


Tccbciic:,]  AyprO-.ch;  Patients  are  randomized  to  one  of  three  treatment  arms  after 
a  total  abdominal  hysterectomy  and  bilateral  salpingo-oophorectomy  plus  evaluation 
of  the  endocer'-’ix,  the  diaphragm,  the  iliac,  and  para-aortic  nodes-  ’’he  patients 
then  are  randomized  to  1)  Pelvic  and  abdominal  radiation  tlierapy,  2;  Pelvic  irra¬ 
diation  and  Melphalan,  or  3)  Melphalan  alone. 


t'C’ '..’ve-s.,  -r.’.'",  1  ■-  Patients  are  continuing  to  be  followed  who  have  received 

treatment.  However,  the  GOG  wit’adrew  from  this  protocol  as  of  November  1978. 
Therefore,  no  firm,  conclusions  'nave  been  drawn  from,  this  study. 


a',  ■  '•  .  cm:  'J  m.'.a  ■  ’’  245  were  hopefully  studied 

cA: ,Ar.-v--.  ,  -  7  '  •  u' ,  .'A  .  wi-vi:  F;i.  ca.-'-':  There  were  no  sericu 

or  unexpected  side  effects  in  su;>jtc.ts  participating  in  the  project. 

..lU.-i.  c.,.;  None. 


f 


7  October  1930 _ )l‘r.'':uool  4139  'ib.ir; ;  J.iiOT'r.i  >CX 


Tirj--;  Oi  x'l’.^jecl.  "A  RandonuLzed  Comparison  of  Melphalan,  - - 

5FU,  and  Mf.gace  Versus  Adriaraycin,  Cytoxan,  5FU,  and  Megace  in  the  Treatment  of 
Patients  with  Primary  Stage  III,  or  IV  Recurrent  or  Residual  Endoraetrial.  Carcinoma 

(Phase  IIP"  GOG  D  28. _ 

D:de:  A  January  1977 


lYiuci.Uiil  Invesligctor;  Robert  C.  Park,  COL,  MC,  USA 


Cotnnlc-'ioii  Date: 


AssociutiJ  In vestigraors : 

Paul  3.  Heller,  LTC,  KC,  USA 
Terrel  J.  irichel,  LTC,  MC,  USA 


Facilitv; 


D&pt/Svc 


Walter  Reed  A.rmy  Medical  Center, 
Ward  67,  GTfN  Outpatient  Clinic 

Department  of  03-GYN,  GYU  Oncology 
Service 


]•' jy  Yvord.5;  Endometrial  carcinoma.  Stage  III  and  IV,  treated  with  chemotherapy. 


! 


-Yoc'.unuluti'cu  .ML’DC.lSm 
Cost;  l;one  j 

,Vccu  mule  live  Con-rvAct  !  Aec.ccnulativ.j  .S'jc;''lv 

i  ^  1’  J 

Coot;  None  j  Cos'::  None 

i"'i  --.'O  Oort;  None 

Perifvbn  ilosull'S; 

1  (to  :>o  tilled  In  by  DC'i) 

f>:udy  Objective;  To  determine  the  efficacy  of  multi-drug  preparations  and  to  see 
if  one  of  two  programs  previously  showM  to  be  ci-f": ■  by  TMdnt  studier.  in 
superior. 


Tcichnioiu  .-rppro;ir;h;  Patients  with  advanced  or  .i;rurv(-n t  endomef.j'ial  ('.avcinnina 
are  rando.mized  to  one  of  two  treatment  regimens:  1)  :fcl  pbalj  r. ,  51?;,  and  Megace, 
and  2)  Adrlamycin,  Cytoxan,  5iU,  and  Megace. 


iTOi'Tu.ss  (.lurin^c  ri'-SO:  Three  hundred  and  fifty-e^ght  patients  .oore  ent:ered  into 
this  protocol.  Two  were  entered  from  Walter  Reed. 


4  1  ...  4' 


OF'O  coin 


.-non  ',)!  .snitl. 


358 


M-rio  -.4/ ■.■.r.c'-qoectoA  i.i'.U;  uiiv.’Co  in.  x.Lbjeots  jjnrciclo.'.titi^  in  frojvc:'';;  There  were  .some 
hemotologic  toxicities  in  ten  patients  and  three  drug-related  deatlis. 

Ch,,..'jl'a.-ic  n,- :  The  overall  objective  response  rate  was  j.6,8%.  The  activity^oT  ' 
Melphalan  and  5FU  for  the  first  time  the  treatment  of  this  disease  has  been 
established.  There  is  suggestion  that  there  is  a  better  response  to  combine’.  ; 
chemotherapy  in  patients  with  poor  prognosis  endometrial  care  inena  in  c.-  -.  ■ 

•  to  a  single  agent  th.o.nipv.  Tb'\.'  ■.  ■■  , 

follcu-un  I’ll  rr.ler.L,.  ’n;--:'.  '  .  ’  . 


UNCLASSIFIED 


VALTER  REED  ARMY  MEDICAL  CENTER  VASHXN6T0N  DC  F/6  6/5 

ANNUAL  PR06RESS  REPORT  (FY-80)  DEPARTMENT  OF  CLINICAL  tNVEST16A«^C(Ul 
SEP  60  T  M  BOEHM 


7  October  1980 


|lVor;^oi=l 


'Jii.le  of  i’l  "A  Cllnical-Patb.ologic  Study  of  Stage  I 

and  II  Carcinoma  of  the  Endometrium,"  COG  #33. 


fir- A 


Stortir.'':  T)a!e:  25  November  1980  ui.sthn.d-'-d  Co^aul'ii'Ut  Ih.Le:  Unknown 
Pii;iciiJ;LllnvesLig';il.or:  Robert  C,  Park,  COL,  MC,  USA 


Associate  IiivesLigators: 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


Facility;  VJalter  Reed  Army  Medical  Center, 
Ward  67,  GYN  Outpatient  Clinic 

D'^pt/Sv'^  1^ apartment  of  OB-GYN,  GYN  Oncology 
Service 


Key  Woz'cis;  Endometrial  carcinoma.  Stage  I  and  II,  surgical  investigation 


*Yoc vC I mlt.'.iN  c  y is* 
Cost:  None 


rY-80  MFDC.ASE  Co.'jt: 


Ac oumulavivt!  C outr act 
Cost ;  None 


Accoiriuiativt;  Supply 
Cost: _ None 


Periodic  Review  Results: 
j  (to  i>e  filled  in  by  DCI) 


fJtudy  Objective:  To  determine  the  incidence  of  pelvic  and  aortic  lymph  node 
metastasis  and  the  relationship  of  these  node  metastasis  to  other  prognostic 
factors  in  Stage  I  and  II  carcinoma  of  the  endometrium.  All  patients  with 
Stage  I  and  II  endometrial  carcinoma  can  be  admitted  to  this  protocol  wliich 
will  involve  a  surgical  procedure  and  pathologic  follow-up. 

■Tcc’mical  .Approach:  The  patient  will  have  a  total  abdominal  hysterectomy, 
bilateral  silplngo-oophorectomy,  selective  pelvic  and  para-aortic  lymphadenectoray 
and  peritoneal  cytology  sampling.  Thereafter,  the  patient  will  be  followed  up 
or  entered  onto  an  additional  Gynecologic  Oncology  Group  Protocol.  Patients 
v/ith  Stage  I,  Grade  1  disease  are  not  eligible  for  this  protocol.  All  patients 
are  to  be  entered  to  the  protocol  after  the  surgery  has  been  performed, 

■prof.i'fc.ss  FY-SU:  There  have  been  673  entries  to  this  protocol.  Walter 

Reed  has  entered  46  patients  into  this  protocol. 


N'iiru!>.:r  of  ."■vbiec.ts  stia’icd  bfh.u't;  ci-mplouo\^  <.>1  :.*ud7: _ Unkr^o^'m 

.Scriou.v^iuicxp.reted  effects  in  subjects  p:*rucip;iLirig  i.a  pvojecl:  Four  patients  had 

pulmonary  emboli.  One  patient  was  noted  to  have  died.  Seventeen  patients  Iiad 
lvomorrlv^a-g«wvtoc-thanf-iOOCl--cc,. - - 

Ctuiclin-ior:.-!:  would  appear  that  this  study  could  define  the  surgical  pro¬ 

cedure  required  for  optimal  evaluation  of  this  stage  or  stages  of  endometrial 
carcinoma. 


7  OcEobor  1930 


llYniOCoI  '.'o;  414] 


ISrru'jrs ; 


L- 


TiM'J  c>[  "A  Raado'.nij'etl  Study  of  Adrlamycln  as  an 

Adjuvant  After  Surgery  and  Radiation  Tl»erapy  in  PaticntH  with  High-Risk  Endo¬ 
metrial  Carcinoma,  Stage  I  and  Occult  Stage  11.”  GOG  f'34. 


.Stoi'tiliu"  D:\iC;:  22  August  1978  Conimli'-fion  Date:  Unknown 


rrincipal  I'.ivestlgator:  Robert  C.  Park,  COL,  MC,  USA 


Associate  Invest igaiors  : 

Paul  B.  Heller,  LTC,  MG,  USA 
Terrel  J.  tiichel,  LTC,  MG,  USA 


Facility:  Walter  Reed  Anny  Medical  Center, 

Ward  67,  GYN  Outpatient  Clinic,  OR 

r)‘’nt/Sv''  Department  of  OB-GYN,  GYN  Oncology 
■'  Service 


Key  Words:  Stage  I  and  Occult  Stage  H  endometrial  carcinoma  treated  by 
Adrlamycin 


Accumulative  MEDCASF 
Cost; _ Itone  _ _ _ 

IT-SO  MKDcTCsK  Cost: 


-VccumulaMve  Conf  raci 
Cost:  None 


Acoumidative  Supply 
Co::t;  Hone 


None 


Periodic  Iteview  Results 
(to  be  filled  in  by  DCI) 


■  Study  Objec'tive:  To  study  the  differences  in  morbidity  in  patient’s  survival 
as  functions  of  various  tumor  growth  patterns  in  a  patient  with  poor  risk 
endometrial  carcinoma. 


1 


I 

1 


Technical  .Approacli;  Patieiits  are  selected  for  this  protocol  by  extent  of  disease 
determined  at  surgery.  Those  \;ho  liave  greater  than  1/2  myometrial  invasion  or 
pelvic  or  para--aortic  node  iuvolveraeat  or  microscopic  evidence  of  cervical  j.nvolve- 
ment  will,  receive  radiation  therapy.  Following  this,  there  will  be  randomization 
to  Adriairycin  or  no  further  treatment.  .  ... 


'I'togrt-ss  tiuciu"  I’y-oO;  To  date,  83  patients  have  been  entered  to  the  entire 
Gynecologic  Oncology  Group.  Five  have  been  entered  •from  Walter  Reed. 


Nhtmhur  oC  s  io  he  .sUu.if(t  Ivdore  cwinpletiou  of  5d'.i..i'/:  Approximately  ISlyeax  for  four  j 

Morious/unijXDocteirs’do  elTccts  in  suhieets  i>artici)»;ituvj;.in  project:  ^There  has  been  years, 
evidence  of  "bowel  obstruction  m  one  case.  One  patient  died  after  surgery  for 
relief  of  bowel  obstruction,  possibly  dxie.  to  radiation  therapy. _ _ _ 

Ctjuclusion.";:  None  at  present. 


Date;  7  October  1980 


llYotuCol  A14?. 


'iltJe  of  1’!  ojv.c;l:  "A  Plinse  TI  Trial  of  TCRF  in  PatiM',) 
Ad  vane  ed  Pelvic  Malignancies.’'  OOG  1‘26-C,. 


_ Dit-Orii:!  X:^ 

rr  Ti.-m! 


n  b’j  th  ' - 


Startin'.;  D;ife: _ 27..SepmEb(^, 

IVinciinil  luvest4.a*.or:  Robert  C.  Park,  COL,  MC,  USA 

.  -  --  — . 

AKS'.c-iate  Inves'll'^aiors;  i  t’aeil Walter  Reed  Army  Medi< 


Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


Terrel  J.  Michel,  LTC,  MC,  usa  T)cnr/.Svc 

[  _ _ Servii 

Key  Wo.vds;  ICRF-159  in  advanced  pelvic  mallgnaaicies. 


it’acil  Walter  P.ecd  Army  Medical  Center, 

j  Ward  67,  GYN  Outpatient  Clinic 

lT)c  r  Department  of  OB-GYN,  GYN  Oncology 

1  ^  "  Service 


Acciutnil u! :i '•  a  iMi-iDCASH 
Co.nt;  None 

Accunvulative  Conlrael  1 
Co.st;  None  j 

1  Accumulative  Sujjply 

!  Co.st:  None 

.....  _ 

. .  .  .  ' 

1  ■  ■  ■  ■ 

I'Y-SO  iiKDCASo  Cost: 


i'erioclie  ilevie'.v  iteaults; 
(to  filled  in  by  DCI) 


Ktucly  Objective:  To  determine  the  efficacy  of  ICRF-159  in  the  treatment  of 
advanced  pelvic  malignancies. 


■Toohnic?:d  Approach;  Patients  with  histologically  advanced  and  recurrent  and 
persistent  metastatic  or  local  gynecologic  cancer  with  documented  disease  pro¬ 
gression  will  be  entered  into  this  treatment. 


(luri'.ig  FV-SO:  Sixty  patients  have  been  entered  to  this  protocol  in 
the  entire  GOG.’  Five  patients  have  been  entered  from  Walter  Reed.  The  patients 
with  squamous  cell  carcinoma  of  the  cervix  as  of  November  1978  are  no  longer 
eligible  for  entry.  Patients  with  epithelial  carcinoma  of  the  ovary  as  of  June 

Kiw-ib  T  '  -i  L-.  h'.;  ^  patent  i^r  site. 

Fci  M '.I  U-.  '  in  s uni -.ts  ir.';  in  projei'-:.:  No  serious  or 

unexpected  side  effects  iiave  been  noted. 

'J,'!.- inn.s;  TCRF  appears  to  have  a  moderate  activity  in  squamous  cell  carcinoma 
of  the  cervix  at  the  do.se  and  schedule  tested,  despite  significant  myelosuppre- 
ssion. 

icii'iS  r.f  .-'iVisF'  ;( ',s.  FV  -SO;  None 


Pi’.OGKliSS  LURiNG  KY-80:  1980,  .are  no  longer  elig.ible  for  entry'. 


D.’.to;  7  October  1980 

llToto-eol  Mo;  4143  1 

l.oralus:  liilcrii.i  xx 

■fitlc  cd  I’;  . '/-A.; ;  "a  Randomized  Comparison  of  i.ocal  Rxcision 
Versus  Cryosurgery  in  Patients  v;lth  Limited  Grade  1,  2  or  3 

!  i'b'at 

Gervical  Infra- 

epithelial  Neoplasia."  GOC  1^31. 

ii: i-r’d I’..:'  'lirdd:  1  November  1978  "Estimated  Conrd^- i 0!i  D.'ito:  1*J82 


IViacaixtl  Investigator:  Robert  C.  Park,  COL,  MC,  USA 


Assiici:ite  luvesligatoi';': 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 
Geoffrey  Weisbaum,  LTC,  MG,  USA 


Facility; 

Walter  Reed  Army  Medical  Genter, 
GYN  Outpatient  Clinic 

Dept/Svc 

Department  of  OB-GYN,  GYN  Oncology 
Service 

J 

Key  Words;  Local  excision,  cryotherapy,  CIN~1,  2,  3. 


Accamulative  MSDGAS 
Cost; _ _ 

I'Y-SO  MilDCASE  Cost; 


Acciunulative  Coi'drac-t 
Cost;  None 


None 


Periodic  I’evie-.v 


Accuni'alative  Supply 
Cost; _ None 

P  fc. suits ; 


(to  bi--  filled  in  by  DCI) 


'Srady  Objective;  To  evaluate  and  compare  the  iemediate  and  long-term  effectiveness 
of  outpatient  cryosurgery  and  outpatient  local  excision  in  the  treatment  of  limited 
cervical  intraepithelial  neoplasia  (CIN)  Grade  1,  2,  or  3.  I^atients  are  then, 
randomized  to  prospective  studies. 


'Technical  Approach;  Patients  arc  randoimized  to  one  of  two  treatment  arms: 
1)  Outpatient  cryosurgery,  or  2)  Outpatient  surgical  excision. 


iYogrc.ss  cltiring  FY-SC:  To  date  there  have  been  296  patients  entered  from  the 
entire  GOG.  Twenty-three  patients  have  been  entered  from  V?alter  Reed.  It  is 
too  early  to  draw  any  statistical  conclusions. 

Ko.nibvr  v f  .^u’uieclo  U*  be  shall ed  heforo  complelioa  c-L  nlud'/:  300  annually.  GGO  total 
Soiious/uadxpocted  side  clfcots  in  .subjects  participating  in  project;  At  this  point, 
none  have  been  noted. 

C'tU’.cl'.isioris;  None. 


i'uiuical.ions  or  .‘'J).str;ic(;s,  FV-bO;  None. 


7  Octobei;^  1980 _  -•  A.149._  __  _  j.  -j :  Y.Y 

I  J  i  i ' ' ' ' 

'I'ii'le  .> ’•■.jjtjC'.:  "A  Randoin i zed  Comiiarlson  of  Surgical  Coni-  - - 

zaCion  Vcrnus  Cryosurgery  in  PaLlt^nts  Wlrti  Extensive  Crade  3  Cervical  Intra- 
Epithelial  Neoplasia  (CIN)-"  COO  1132. 


.St.'iftii...  iXiie:  September  1973 _  l;.b,ii.n.-.t--  cl  Co  npl'  i ioi!  1981 

iViiicipal  lu'/esLigatoi';  Robert  C.  'Park,  COL,  MC,  USA 


Associate  luvesLigaiors  : 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 
Geoffrey  Weisbaum,  LTC,  MC,  USA 


Facility; 


Dept/Sve 


Valter  Reed  Army  Medical  Center, 
CYN  Outpatient  Clinic 

Department  of  OB-GYN,  GYN  Oncology 
Service 


Key  Wi.udrc  Surgical  conization,  cryosurgery,  CIN-3 


Accunuihdlve  MFDCASF  ; 

Cost;_  None  j 

Accununatlvr!  Coa'rnct  I  Accun'iii]:i.tLvc  bup:-ily 

Co.st;  None  j  Cost;  None 

1  - - -  ■ 

rV-bO  MFDCAbE  CG.St;  Nnne 

Periodic  Peview  Results: 

(to  l>o  filled  in  by  DCI) 

neoplasia  Grade  3  would  be  in-hospital  conization  or  in-hospital  surgical  hyster¬ 
ectomy.  The  purpose  of  this  study  is  to  evalxiate  and  compare  the  immediate  and 
long-term  effectiveness  of  outpatient  cryosurgery  to  the  standard  cold-knife 
conization  in  the  treatment  of  extensive  surgical  intraepithelial  neoplasia 
(CIN)  Grade  3  in  a  randomized  prospective  study. 


Tocbiiical  .-\pproaol;:  The  patient  is  randomized  to  one  of  two  treatment  arms. 
1)  Outpatient  cryosurgery,  or  2)  Inpatient  surgical  conization. 


iliifing  I’i'-bO;  The  GOG  has  accrued  a  total  of  73  patients.  Total 
evaluable  are  33.  Four  have  been  entered  from  Walter  Reed.  It  is  too  early 
for  analy.sls  at  this  point. 


N a  nd y  y  yf y '  .lyy u'  ■; 
.Sc ;  •  i  i.)!  ;;s  /i  i  nc  x;  x:  i  ,■  f  c  t! 


L*  iX:  .Slixh’.-'ct  1 
skie  cf/ci’is  In  : 


of  sI'.hI  '. _ Apprcycimately  310 

sbj'jcis  iiarticipating  in  projer;!;  None. 


tt i. ;'.;1  ii.-ion.s ;  It  is  too  early  to  di'.aw  conclusions.  The  patient  accession  1/iTI 

continue. 


I'nShixilic".;;  cn'  .'.1  i.-.l  rad,:, .  F'l'-b'); 


None. 


^lS3 


f 


»■ 


7  O'  cobrr  'tOSO 


1 1>,. 


r.  i. 


_ _  _ _  iStHlx!  ;: 

M'irlu  of  ;  "A  Rrudonized  Conip;ir.lson  oT  Mulphalav!  ~  '  ' 

Versus  N’o  Treatuient  in  the  TrcaCinenc  of  Patients  x^ith  Selected  Stage  lAi,  1.1; 
IIBi  Ovarian  Cancer  (Well  to  Moderately  Diffcro.nl.iated) , "  NCI  Protoco].  {!760X. 


.Scoadinc,'  _ 22  August  1978  CoiaijleHon  Date:  1983 

rriuciixtl  Investigator:  Robert  C.  Park,  COL,  NC,  USA 


Associate  luvestigaiors: 


Dept/Svc  of  OB-GYN,  GVN  Oncolog 


Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 
Geoffrey  V/eisbaum,  LTC,  MC,  USA 

fe?/tecls:  Early  ovarian  carcinoma,  Melphalan  versus  no  treatment 


Facility:  Walter  Reed  Army  ){edical  Center, 
Ward  67,  GYN  Oncology  Service- 


Service 


A.o.ciinii'J rdive  idJJDCtASF 

1  .Xccuruuinrlvu 

Coidraot  '  I 

A  ccu.rjiid  ati'/e  buppl}'- 

Coiit:  None 

Co.st;  None 

Co.st:  None 

rV-dO  MFDCASH  Cost: 

-Koiie. 

Periodic  licviev/  KesuitS: 

(to  bo  filled  in  by  DCJ) 

iitudy  Obj.^ctive;  Scatterrcd  non-randomir^ed  sttidies  eraployJ.ng  alkylating  ag€>.nts, 
chemotherapy.  Have  reported  five-year  survivals  as  high  as  90%  in  patients  with 
Stage  I  ovarian  carcinoma.  Unfortunately,  the  non- randomized  nature,  the  small 
numbers,  and  the  unavailability  of  detailed  patho.logic  information  make  the 
definitive  conclusions  of  these  studies  impossible.  It  is  the  purpose  of  the 
present  study  to  determine  the  value  of  chemotherapeutic  prophy3act,jc  therapy 
after  surgery  in  definitive  staging  in  patients  with  Stage  lAi  and  XBi  ovarian 
icchnical  Approach:  staging  laparotomy  and  total  abdominal  adenocarc.i.noina 

hysterectomy  and  bilateral  salpingo-oophorectomy  is  performed  after  vdrich  the 
patients  are  randomized  to  one  of  two  schema.  1)  Observation  or  2)  Melphalan. 


tlnritni  F.Y-S0;  A  total  of  nine  patients  have  been  randomized  from 
Vralter  Reed.  It  is  too  early  for  specific  statristical  analysis. 


uf  o i.hie(:t.s  to  h a  stticli cM  1  >■-.  Fp 
•ious/up-j.KTXn  tad  side  c‘jc..:Ls  in  sn! 


comuletion  of  .shidv: _ Approximately  110. 

cts  !xr.dicip:uinir  in  juroject:  There  have  been 


none  noted. 


Cioiiclu<i  ons :  None. 


i'nhiicnl lu 


1\  -t'!).  None. 


7  Ocfobc!!-  1980 


_ 


....  r. ‘.i.; 

I 


ri:-! 


'tiile  i')!  j’:  ij-.  r;.-  "A  Randomized  Compnri.son  of  Ma'lphalan  . . 

Versus  Radio-IsoLopes  in  the  Treatment  of  Patients  wit!.  No  Microscopic  Residual 
Disease,  Having  all  Stages  IC  and  II  (A,  B  and  Cl,  and  of  Selected  Stage.s  lAii, 

and  IBii  Ovarian  Cancer."  NCI  Protocol  //7602.  _ _ _ 

S'-r-rtir.  -hUe:  22  August  1978 _ iMsjiinaitu  Co:  .Mkijon  1 V.- j:  pr 

iViiiciiJCLl  }uve.slii>ci!.t>r;  Robert  C.  Park,  COI.,  KC,  USA 


Associate  Invcoligritota'. : 


Vr'altcr  Reed  Army  Medical  Center 
Ward  67,  CYN  Outpatient  Clinic 


Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J,  Michel,  LTC,  MC,  USA  Dept/Svc  Department  of  OB-GYN,  GYN  Oncology 

Geoffrey  Weisbaum,  LTC,  MC,  USA  _ _ _ S.ex.vi<l£t _ _ _ 

Kay  orcl.s;  Melphalan  versus  radio-isotopes  rn  .sflecte.d  c^arly  ovarian  cancer. 


vcoiiaittla 


Aacuinularive  AU-DCASC 
Cord; _  None _ 


0  AlMDCASE  C 


Ac.o  uni  r.]  ai!  vt:  C-  •;  >  n  t  r  act 
e 


Pe.noclic  I't^iviyw  Result; 
(to  ).>0!  filled  in  by  DCI) 


vStudy  Oojective;  Mean  five-year  sui-vivals  of  39%  with  operation  plus  radiation, 
'fv;enty  four  percent  survival  for  those  treated  with  operation  alone  in  Stage  II 
and  poor  prognosis  Stage  I  patients  with  minimal  residual  disease.  In  some 
successful  series,  30-40  pe:'cent  of  the  patients  die  of  recurrent  ovarian  car¬ 
cinoma  despite  surgery  and  subsequent  radiotherapy.  The  purpose  of  this  study 
Is  to  compare  the  usefulness  of  Melphalan  chemotherapy  in  intra-abdoninal  radio¬ 
active  phosphorus  in  resectable.  Stage  II  and  poor  prognosis  Stage  I  patients, 
lfiC:h.;iU:,:i]  .Tp.nroach:  Patients  who  have  had  staging  laparotomy  including  total 
abdominal  hysterectomy  and  bilateral  salplngo-oophorectomy  if  there  is  no  micro¬ 
scopic  residual  disease,  randomization  will  be  to  1)  Melphalan  or  2)  Radio¬ 
isotope,  In  the  case  of  residual  disease  in  Stage  IIB  and  IIC  lesions,  the 
patients  will  be  randomized  to  1)  Pelvic  radiotherapy  and  Melphalan  or  2)  Melphalan 
alone, 

Ih'i'-gruss  dn; rung  J  \  -oU;  A  total  of  two  patients  have  bean  entered  from  VJalter 
Reed.  It  if;  too  early  for  .specific  statistical  analysi.s. 
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Qi’*'- 

•Uf.ui 

of  s.hliiy; 

Approximately  200-240 
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7  "  7  .  . .  . . . .  .  I  -y- . 

1 ) .‘lo  .'li  ir’i'.j "Surgical  Pathological  Study  of  Woman  With 
Squamous  Cell  Carcvnouia  of  the  Vulva."  COG  P3Cy. 


Froidir.  ;■  i 15  November  1978  Llutinrited  Ctu ''.iiletio’i  D.'iie: 

1983 

I'l'incip:!!  Investigator:  Robert  C.  Park,  COL,  MC,  USA 

Associate  Investigator.s : 

Paul  B.  Keller,  I.TC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MG,  USA 
Geoffrey  Waisbauni,LTC,  MC,  USA 


t-acilily:  Walter  Reed  Array  Medical  Center, 

Ward  67,  GYM  Outpatient  Clinic; 


D'^nc/S*'''  Hepartraent  of  OB-GYN,  GYN  Oncology 


Service 


}^cy  Words:  Surgical  pathologic  study,  squamous  cell  carcinoraa  of  vulva 


Accianulative  MtlDC 
Cost;  None 


ASH 


AcoumulativB  Contrac-t 
Cost:  None 


A 


_ _  1 

cciUTiulative  Supply 

os!:  None 


I'Y-SO  AiHDCASE  Co.^t: _ 


Periodic  Itevievv  Jlesults; 
(f;a  bo  filled  in.  by  PCI.) 


'Study  Objective:  To  determine  the  validity  of  current  PIGO  staging  to  the  patho¬ 
logic  progaosls  factors  of  size  of  lesion,  location  of  lesion,  depth  of  i.nvaslon 
of  tumor  iu  mm.,  histologic  rate,  site,  and  nuiahec  of  posit:lve  lymph  nodes  in 
Stage  I-IV  carcinoma  of  the  vulva.  To  rapidly  acciuoulate  prospective  surgical 
pathologic  data  for  development  of  further  protocols.  To  dcteriidne  the  morhidilty 
of  primary  radical  surgery  in  vulvar  carcinoma. 


TccVj'.IcpJ.  .Approach:  All  patients  with  primary  previously  untreated  histolog.i,c.ally 
confirmed  irivasil.ve  squamous  cell  carc.lnoma  of  the  vulva,  clinically  determined 
to  be  Stage  T-IV,  that;  radical  vulvectomy  suffices  to  remove  all  of  the  lesion. 
Patients  will  have  radical  vulvectomy  plus  bilateral  groin  node  dissection  and 
will  be  randomized  depending  upon  x^hether  they  have  negative  groin' nodes  to  follow¬ 
up  alone  or  pp;-:i.tive  groin  nodes  to- more  advanced  protocol  iuvo.l.v.ing  radiafi-on 

therapy.' A!  i 'Md.^  .  .  '  "A  ' . .  A. .  '.A 

i'rogTe.ss  duriiu;;  I’i'-SO;  There  have  been  122  patients  entered  from  the  entire 
GOG  to  date.  It  is  too  early  to  draw  any  statistical  evaluation  from  this  study. 


Knmb-.T  ct'  .si:bjec:ts 
f  ■r.rious/ luiexpt^cted 


to  b<;  .Stuc’ied  br  fo;-o  >.  ompletioa  of  shu)-y:  Approx! nuately 
side  cfi'ects  in  .subjects  participating  in  project:  None. 


200. 


Cor.cl'.i.-'-ioris:  None  at  this  time. 


i Mbii>;:il  ion.s  or  Ab.str.'icts,  I'V- 80;  None. 


Di.U-.  7  October  3980 


'Ti 


3  A-1.48 


_  _  j‘^i -I  '-i'’  .  ■  r-'i  ‘ 


'I'illi  t  >.<■:<:[:  "A  RanciO:il:’R(!  StU'.ly  of  Rndi  it  ic-;  'i'he-r  .'ijjy 


Ji:  •; 


Vcrf.u^  I’clvic  Node  Resect  ioa  For  I'atlentr;  ';i  th  li 


vasive  Sqnamoua  CelZ  Car  c  i  ;.:j 


of  tiie  Vulva  )lavlnj;  3‘o;:icivc  Gro.in  Nodes."  IaK; 

i  -  '  I 13  November  3978  is*  d t c-  y!-  ' e J  '  '  y  ...3  988 _ 

J'ri:A  iiALl  Robert  C.  Park,  COL,  MC,  USA 


Viiciliiy;  f-Zaltcr  Reed  Army  Medical  Center, 
Ward  67,  Radiation  Therapy  iJe'it. 

Dc*nc/5ivo  department  of  OR-GY.N,  GYX  Oncology 
Service  . 


Assuaitte  lavesLiLLS ors; 

Wllliar.1  Neglia,  ilAJ,  MC,  USA 
Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 
Geoffrey  Ueisbaum,  LTC,  MC,  USA 

lojN’ V.  orils;  Randomized  study,  squamous  cell,  vulva  carcinoma,  positive  groin  /lodei 

Accumulative  Contract  T” 


Acciun  ul  alive  MED  CASH 
Cost;  None  _ _ 


Cost; 


None 


Accumulativt:  Supply 
Go.sl:  t’ovie 


1  1  -.■•U  iVL-.'ilEAEK  None  . 

reriodic  liiview  jiu.salt3; 

1  (to  IX)  filled  in  by  DCI) 

'■Study  Objective:  To  determine  the  benefit  and  morbidity  of  adding  adjunctive 
radiotherapy  to  pelvis  and  groin  in  patients  with  positive  groin  nodes'  at 
radical  vulvectomy  and  bilateral  groin  dissection. 


Tcch-uc:d  .Approach:  All  patients  v/ith  primary  previousl.y  untreated  histologically 
confirmed  invasive  squamous  cell  carcinoma  of  the  Anilva,  suc'h  that  radical  vul- 
vectotny  suffices  to  remove  all  the  local  lesion  and  whose  surgery  revealed  nodes 
in  the  groin  or  one  or  both  sides  containing  metastatic  carcinoma.  Patients  will 
be  randomized  after  a  radical  vulvectomy  plus  bilateral  groin  nodes  dissection  to 
one  of  tX70  regimens.  Negative  nodes  -  the  patient  x,;ill  taken  off  the  study. 
Positive  nodes  -  the  patient  is  to  be  randomized  to  regimen  1  including  pelvic 
iliiriu;;  F'l'oO:  During  FY-SO,  a  total  of  33  patients  have  been  entered 
to  this  study.  Analysis  has  hot  taken  place  because  of  small  numbers  entered. 


in  SIX  patient 


I-tJ'';  ij  fore  ■:  L'.n.ulcnou  of  _ Appr(^ir.'.atcly  200 

c.P'-.’c'n  i'l  u  ' caci  >•.' iiig  in  [irojeC';:  Boxvel  obstruction 

Fistula  from  the 'bladder  or  bowel  in  one  patient. 


( T>;  I  1 ' h'Ti.j :  No  definitive  conclusions  have  been  made. 


or  Al,'.-.fraefo,  rV-S'); 


None . 


TKGHTIC 
and  {),  Z 


'  •  rode  di 

o  node  i  rrad  i  a  t:i  c  ir . 


ectinn  fiT  rc'giiiien  2  including,  bilateral  groin 


;  457 


b.de;  1/  n-n  RO 

IProtocol  Ko;  /;  1 49 

loUiius;  Ir.teriin  X 

Title  of  Projoci :  a-  ;  c;i;e  : 

vJ  Rj ,  ac !' ion  cf  Fetai  iic.:: 

1  Pinal 

i  r‘c-  ttorn 

Abnormalities 

Stiuticg  Data;  |9"/'9 

I^lstiinatcd  Coniplcti 

Lou  Date:  Undetyrrn  i  nod 

ITuncipal  Investigaior-: 

HADDOCK,  James 

Associats  Investigators:  Facilit./:  WRAMC 

A.  PRESBYLICK  _ _ _ _ 

T.  FRANK  ,  ' 

H.  SKIBA-POWELL  D^/Svc  OB 


Key  Words: 


Accumulativa  3\IEDGASK 

Accumulative  Conti'act 

Accumulative,  Supply 

Cost: 

Cost: 

Cost: 

i'Y“S0  iMEDCASb:  Cost: 

1  Periodic  Eeview  Besults: 

(to  be  fiJla 

d  in  by  BCI) 

Study  Objective ;  To”  develop  a  computer  program  'to  recognize  feta!  heart  rate 

pattern  anomalies  and  flag  them  for  medical  staff. 


•Technical  Aj>proach:  Snftie  as  above 


Ibrogrsss  during  FY-80:  This  has  been  a  low  pi  iority  item  since  we  iiired  a  pari 
time  consultant  this  year  because  Cl)  other  items  have  been  more  important 
(2)connect ion  to  the  research  computer  still  has  not  been  made  (3)  others  have 

developed  these  at  a  sophisticated _ Modifications  of  existing  techno  I  ogy 

i h imbar  of  s ubiects  to  be  stuclied  befor-o  complotion  of  study:  .i/inn  p^r  yo?^t- 
Sorious/unexpected  side  effects  in  subjects  participating  in  project: 

_ _ pane- _ _ _ _ — , — - - - - - ; - - — - ; - - 

Progress  Cont'd  and  application  of  these .  tochn i ques  are  still 

potentially  importani 


Ttie  technology  to  read  FliR  Traces  is  still  in  its  infancy  Ito  program 
developed  to  date  is  at  all  satisfactory.  Any  application  here  would 
involve  further  devo[opmont  and  modification.  I  hollevo  this  can  be  donn 
with  local  personnel. 


.  1 7  [)(!c~  . 


I  ProLpcol  'So:  _ 4  UiQ. _ 


of  Px'oject:  On-Line  I  n  1  orju c; f tvl  ion  of  l.cibor.  Ci 
Abnormn  I  i ‘I  i  es 


_ _ _ Filial 


Ftaziing:  F^iLe:  son  80  _ CompIoLion  Datfa ; 

PrLncipalluvesdgator:  fiADDOCK,  Jairi^s 


Associate  Investigators: 
A.  PRlSBYLICK 
T.  [RANK 
H.  SKIRA-POWLLL 


Facility:  V/RA‘- 


|DLfi>t'/Svc 


Words: 


Accniniilative  MEDOASli  Accumiilativ'e  Contract 

Cost:  Sl4;W _ Cost: 


Accviraula.tive  Supply 


FY-80  MPiDCASE  Cost:  $1435 


Periodic  Ite^dew  Results: 
(to  be  filled  in  DCI) 


Suidy  Objective:  To  correlate  labor  curve  abnorma 1 i t i os  with  uterine  activity 

and  to  investigate  the  effect  of  therapy  whore  uterine  activity  has  bean  normal 


or  abnormal. 


Technical  Approach:  Uterine  activity,  pcivic  exams,  and  therapies  are  entered 
automatically  and  by  hand  on  line  to  the  OB  Research  Computer.  The  computer  is 
to  be  programmed  to  pnrfoi'm  the  above  functions. 


ILrogros.s  (hiring  I’Y-80:  1  he  development  of  ttie  program  has  been  the  cliief  task  o 
Mr.  Presbylick  for  the  past  2  months.  Computer  connections  will  be  made  shortly 


pALCTL’^-^  b)  be  sLne 

Serious/ii’ie.-cnectod  side  effee 


comrdo'ioti  oi 


rdcipa!.mp;  in  project 


f 


\ 


'  ^  1:!  f  _LL.  Lor.  ..'^2 _ _ jD'i'iii'iLV  .^L-_ •. 


Is'rtus; 


'jiik;  of  Projec':;  fcicly  ('<o|ioble  [jjiccl  ion  of  fotn  I  Kenf  f  fin  i-c-rrr— -- 
Vnr  i  i  I  i  i  v  Aclnp  I  i  v  ■  Dicjilnt  f  i  M(;['in';i 

krax-tin?  IkLo :  '  _ "[Ef.sfiaui'i&a  Cotai-.T.:tIou  Ikii.o:  Ju;)  fi./ 

Ik-iucupal  lr.v-esuga-;ox'c  JAMt'S  HADDOCK 


LC.riin  X 
Finul  '''  '"■ 


Associate  lo-vesligaLors: 

Facility: 

WRAMC 

' 

T.  FRANK 

A.  PRESBYLICK 
fl.  SKIBA-POWELL 

TJiSpt/Svc 

OB 

i 

Key  Words: 


Acctimulative  IMEDGASG 
Cost:  5:870  _ _ _ 

FY-80  HEDGASG  Cos;T~ 


x\ccuraulaf.lve  Contract 
Coot: 


Aociunujatlvs  Supj^ly 
Cost; 


?’cxjocI;.c  Koviev/  ’r<c'S'.Ck;: 
(to  be  Jilled  iu  by  D  01) 


Study  Objactlva:  develop  n  coropuior  pronr-;;’';  to  cxlfect  a  fetal  FKG  f  rodi 

a  maternal  abdorninai  wall  FKG  signal.  This  will  Viion  be  used  to  coiiipute  beat-’, 
to-beat  variability  and  evaluate  felal  condition  by  noninvasivo  antepartum  testing 


Technical  Approach: 


As  above 


.Progress  d'rr.in£7  Ft -80:  ‘  .Cons  i  derail  I  o  profiross  has  beep,  nin: 
rr.ent  of  the  proyrammi ng  above  nofeci 


e  trr  'Hie  r'evr'lop 


Numbar  of  subjects  to  be  .stndled  beloco  cognriletiou  of  s'aidy:  See  attached 

Serious/iuiarxpected  .side  effeed.s  in  subjeeb;  partic'nnting;  In  project; 

None 


Conclnsio.ns; 


(a)  Initially  ."50  50 

(b)  If  technically  feasible,  lo  bo  evaluated  for  brodder  a;  plication 
of  testing  ftelal  condilion 


1 


IV'.N':  7  Octobc'.r 


ri'.-f.'o  -i.'.  41  Sj 


1 'jf’ :;  \y 


’ij;J(!  ()[  I’:  iji'c'.;  "A  Phase  J1  Tiial  ol'  .‘‘ay  tans  i.Tie  la  Pal  lent;  s* 
With  Aclv^inccd  Pelv.Lc  Mai  igiiane  ics."  (JOG  f'/26-H. 


.SiM'Mia  'Pi'e:  21  Noveiiibor  19^  ■.Mslini  ■a.vl  C'.i!v;;-'-' ‘  '  Unkiiowi 

I’niu-ijj.i’  lnveStitv;--':or:  Robert  C.  Park,  COL,  MC,  USA 


Assoaiti’--  luvesLi^rUv^ra • 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


Va  il.t'. ;  UalVerRee.d  Army  Medi  cal  Center. 

Ward  67,  GYN  Outpatient  Clinic 


Terrel  J.  Michel,  LTC,  MC,  USA  .ent/Sv-  ’department  of  OB  GYN,  GYN  Oncology 

^  '  Service 

}\ey  Phase  II,  Maytanslne,  pelvic  nali gnanci e.s 


Ar'c;;t::nlu:.i\'e  MMDC’ASi' 
Cusi;_ _ _ 

rv-ho  r.lLinOASI::  Co,st;; 


.\c;<:;)in>:;  GAe  Cor-trac;! 
Cd  ;>■!.;  None 


AeeujT;ulrdiV(:  .virtdy 
Co.-:L;  ]A'iK: 


i'V--l'0  r.lMDiJASIi  Co.sc: _ ^N.OUfi _ rt”'j.'dic  ilevieiv  JtesuUs.' 

(to  b'j  lilietl  in  by  I) Cl)  ~  ~ 

'tl'isuy  Chijfcttivi.;;  To  determine  the  efficiency  of  chemotherapy  agents  in  patients 
whose  advanced  malignancies  have  been  resistent  to  high  priority  methods  of 
treatment.  A  rejection  type  of  design  will  be  used  involving  a  fixed  sample 
size  of  25  evaluable  patients  per  disease  site  per  drug  .studied.  The  design 
allows  replacement  of  Ineffective  regimens  by  newer  agents  or  combinations. 


’I'ccltiical  .Approach;  Maytanslne  appears  to  bt;  similar  to  the  vinca  alkaloids, 
affecting  DNA  synthesis  in  arresting  cells  in  metaphasc  of  mitosis  by  inh i.hi.f.ion 
of  tubulin  prolimerization.  Maytanslne  has  sho-.vm  activity  against  many  animal 
tumor  models.  Three  schedules  have  been  studie.s  in  Phase  I  trials.  Single 
bolus  c;vt'ry  three  weeks  is  convenient  dose  for  patients.  Only  one  gynecologic 
maligancy  was  included  in  the  20  p.atients.  This  was  an  ovarian  carcinoma  in 
which  one  response  w'as  seen  in  five  patients;.  Other  responses  v;ere  confined  1;o 
i’r.);';! c  (Iir  ivig  I'x-t-O;  Sixty-nine  patients  Viave  been  e.ntei'cd  onto  this  protocol 
from  the  entire  GOG. 

I’cclinical  Approach:  (continued)  non-g^aiecolo^c  jnaligiiancie.s, 

iSd A'L'-AA'AA  ■ ’ii '.'j‘ V ■  A-’’  a''’-''' ' ’  ■  ‘  iddil ' ■  ■1'  '  '  ■  patients  in  each  categor 

. 'C z  ! on .' ■  /  via. * \  pi. : *  .Cl.  ‘  iC  i; { i  _a  ' i  ;  .  i ij *_*e j i t  i p  i r *  , n ' ; / 1 m; t ;  None.  of  "d rs ea s e 


(h  ioii.' :  MayL.-uisinc  is  insignificant  ag.iinst  scpiamous  cell  carcinoma  of 

the  c:c;rvix  and  epithelial  tumors  of  the  ovary.  Other  areas  have  yet  to  he 
evalu.itod . 

(.'C  .',1 -.-.I  j  .  .M,,  I'N’  None. 


7  Ov;to’>cr  lOP'O  !  1 ■•ol  i;:!  j;  ';.;  >;>; 

. "7"  .  ; . . . . .  ■  . [_  ' 

'iiilv  Ilf  :  ”A  Phaser  11  Trial  of  Pakor*!:  Aatlfol  in 

P<itic-uf:o  I’iili  Atlv;i(u:f‘(l  Pelvic  i''kili{’,n.'!nci.o£i . "  (.'OCi  l!2(>~V, 


.■-/.a  idi  'i:de :  21  November  197d 

L'si 

la.l.vii  v_'''wr. 

.dr'lio;;  nale;  ltd  nown 

J'riiiciixil  I'.uesrigator:  Roliert  C 

.  Park,  OOL,  MC, 

U.SA 

.Associate  lavosliijaUors; 

FactUty ; 

Walter  Reed  Army  Medical  Center, 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 

Ward  67,  GYN  Outpatient  Clinic 

Dept/Svc 

Department  of  OB-CrTil,  GYN  Oncology 
Service 

- 

1 

}xtjy  Vv'oi'ds:  Phase  II,  Baker’s  antifol,  advaoced  pelvic  malignancy 


Acciuu!.ila:i\  e  AIEDCASM 
Costly _ _ _  _ _ 

FY-SO  MFDCASE  CoSl: 


Accumulative  Contract 


AccurciJitivu  Supply 


Cojit; 


None 


None  _  j 

1  Periodic  P.n'Aew 


Cost;^ _ ^qne 

Pcsults; 


(io  bo  filicfi  in.  V^y  FCJ) 


Study  Objccave:  To  determine  the  clficacy  of  Baker's  Antifo]  in  patients  wliose 
."Ivanced  i' xllgnancies  have  been  vc.slst.ent  to  Mg’n  priority  KieVliolr;  of  1  reatnent: . 

A  lejectcoa  tyi)e  of  design  will  !)e  used  i.avoJ.ving  six  sample  size  of  25  evaluable; 
patients  par  disease  site  per  drug. 


Tcclinical  Apj)toach;  Baker’s  autifol,  also  kaoxm  as  triazinate,  is  an  antagonisl: 
of  folate  raetabolisra  which  acts  by  blocking  dihj'drofolate  reductase.  This  drug 
is  believed  to  diffuse  pa;-'.s:i vely  into  the  cells  by  active  transport  v;:erli-in ism. 

■flic  drug  is  able  to  penetrate  the  CNB  in  quanti  i  Ics  reaching  CNS  levels  of  1.-5% 
of  blood  levels  follot'^ing  IV  administration.  It  is  excreted  mainly  by  the  liver 
and  much  lesser  extent  by  the  kidney.  Toxicitics  include  myocutancous  and  gastro 
i.ntestinal  effects.  Moderate  myelosupprcssion  has  been  observed.  P.esponses  have 
during;  FY-60;  Sixty-nine  patients  have  been  entered  into  tills  protocol 
from  the  entire  COG..  -  ■  .  -  -  ...  "-A'  ■  ;  vy 


Isuniher  of  s\  biec!s  tv*  b?;  stud-led  V’ul'o'.-c  cnninlotvju  <-~L'  .study:  25  patients  peir  disease 

Ccrious/'.tn.cKix-cted  .s-f.;o  cITcoT:'.  iu  .subjects  irinio’;)-.' ij.tr  prt.jecl-  Some  Grade  3 
mucocyti.s  has  been  observed  in  two  of  the  patients. 


(loc/Jusiwn.s:  Tliere  is  soma  limited  activity  noted  in  the  sites  studies,  llrr.s' 

drug  is  probably  not  as  useful  as  more  conventional  drugs. 


.'litf 


J'nbh colics s  or  Ab.strocLs,  FY-b'):  None. 

TECHNICAL.  APPROACH:  been  observtid  in  adenocaroi uom.r  in  the  lung,  breast, 
and  sarcoma,s,  and  acute  myelogenous  leukemia.  Patients  not  eligible  for 
higher  priority  studies  who  have  advanced  pelvLe  malignancies  wrill.  be  entered 
Into  this  protocol 'when  the  drug  is  sngge.stecl  hy  the  GOG  office.  Tiie  drug 
v;ill  be  given  as  500  mg/ni^-  and  500  cc.  of  ])  ■')  and  nomia.I  .snlii.e  a.s  an  inrii  -.r.i 
ev.-ry  35’-60  minutes.  'Jlii;;  drug,  will  tie  repeated  weekly  as  to.xlcity  pe.rmil:;;. 
'I'.ie  iiatient  v/lll  be  foJ.lcx'ed  te  progre.ssiori  of  .lis.'-.\se. 


/tlSA 


7  OcLoJk'l:.  19S0 _ -J'Y’- _ . . {skiJ-iis:  IfL^rir'  >:>; 

[_ _ 

tii  I’i'jv'i  1:  "A  K.-'.-.'.doip,;  zcrl  C i  son  of  C  is -plnLimim, 

50  inp/n^  livery  Tiiri’C!  V’eok';  Yorsii:;  C fiLimw’.,  IC'O  r.%!v?-  Versus  C  i  •.  V ’! 

20  ng/i  i"^/l)<iy  '/  y.ive  in  the  Tree! 'neiit  of  I’.itienis  Vi  th  Aclv.'tncecl  Cn  rc  j  noma  of  the 

i:etvi>t.,(I’jwue_lU).:'..  ,  -  - - - - 

:  ■)n;e:_  9  February  1.979  [.h.tiuieiyr  C's  oh  V  ■  j  rdc:  1984  _  _ 

ih  J  ;v(  It  al.  I  S',  t  -j'!  ■  .'.'i-r:  Robert  C.  I’ai  k,  COL,  MC,  iJS.'- 


Aiisioehi!.’'  InwjJii".;'  ni-;' : 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


[rnnlvv/;  Lhiiter  Reed  Army  Medical  Center, 
I  V/ard  67,  GYN  Outpatient  Clinic 


,  /.,  Department  of  OB-GYK,  GYM  Oncology 
fjent/hve  o  . 

Service 


Koy  Ivorcls;  Cis-platlnua  in  advanced  carcinoma  of  cervix,  Stage  ITT 


AcctuTiulative  hlEDCASii 
Cost:  None 


Accamvihitive  C'onlract 
Cost;  None 


AccuaniL-jli  ve  Si 
Cost;  None 


=i,Siudy  Objective;  To  confirm  the  effectiveness  of  Cis--platinum  in  advanced  and 
recurrent  squamous  cell  carcinoma  of  the  cervix,  no  longer  responding  to  radiation 
therapy  or  surgery.  To  compare  the  frequency  and  duration  of  response,  and 
adverse  effect  of  UDP  therapy  using  three  different  doses  and  treatment  schedules. 
To  evaluate  the  roles  of  serial  determination  of  serum  carcinoembryonic  anfj.gen 
(CEA)  levels  and  determining  extent  of  disease,  response  of  treatment,  and  in 
predicting  treatment  failure.  To  access  re-treatm.ent  vjith  Cis-platinutn  of  patients 

^Tficlmical  Approacli;  Patients  who  liave  histologically  confirmed  local,  advanced, 
recurrent,  persistent,  or  metastatic  squamous  cell  carcinoma  of  the  cervix  which 
Is  resistent  to  curative  treatment  with  surgery  or  radiotherapy  are  eligible.  All 
patients  must  have  lesions  which  are  measurable  or  evaluable  by  a  physical  exam. 

For  patients  who  are  being  re-trc.ited  with  Cis-platinume,  the  patient  must  have 
a  measurable  recurrent  or  progressive  disease  noted  during  follow-up  after  comp- . 
letlon  of  initial  therapy.  Patients  must  demonstrate  a  50%  or  greater  increase 
(luriv;;  I'  l-SO:  hundred  and  sixty-one  patients  were  entered  to  this 

protocol.  One  hundred  and  oixty-two  patients  v;ere  considered  evaluable. 

Nu'vib'-T-  tif  L.i  stu(buiUa'^'''''''  '•’'jta ^ev :.<n  of  ■''‘■O.ay;  Approximately  135 

.Sji  io'.Ki/uriJxpeeled  ;Vt.U-  iu  .svbj'ii.-ta  ixinirijiafirr..  in  prujeo.l  ;  None  known. 


C’o.icl'.u  i'jr;-, ;  There  are  no  significant  differences  in  response  when  three 
rcgiii’v-ns  are  compared.  The  study  is  progresr.i ng  satisfactorily  and  it  is 
anticipati’d  tliat  additionai  patient  entiies  will  be  acquired  to  meet  the  objectives 

.AL-.sl.i  “s,  I’V-  S'';  None. 

TLOflM r GAL  APPROACH :  of  the  tumor  size  over  the  size  of  completion  of  initial 
therapy.  Patients  imir;  t  admit  all  previous  Gis-platinum  therapy  for  at  least 
three  wc’cks.  'Jliese  patients  v.’ill  he  raiidoTnized  depending  upon  treatment  status 
t(i  Rtrgimen  1:  50  mg/m^  TV  evewy  three  i.-ecdcs  X  elg'it  comses.  ReginiCTi  2; 

100  iV'ev.  ry  three  v,jee'o;  X  four  course.  Regi;;'.en  3:  20  jiig/m'^  TV  for 

live'  days  evrM'y  tlirei.;  v.r  ede;  X  four  coiirsi.':.  The  p.'ii-nts  v.’ill  he  fol.lo',.’('c!  np 
every  ioiir  veekr.  after  the  coutaaes  are  crcpleted.  If  prog, rivas  ion  c'ci-urs,  tlie 
pat  ient;;  v.'il.l  Ije  re- treated  until  progression  after'  the  rtr- 1  ris-itment  begins. 


JLIlf 


7  Octol.c'i-  1980 


ri'i  o'ocol  7.’o;  7»I  9'> 


. . 'r'j’ijY 


'I'iMfi  Oi  J ’r.  )'v:cvl :  "f’.val.uat  i  on  of  Ad  juvant  Vi  nori:: inn, 

c  I' i  n  jTr.y  ^ ’  n  j  t,i  .  *‘.1  >  --'-‘i'.'  ^  ol.  11k; 

(.»vaL'y  After  Keoectloa  of  all  Cross  Tuiuor  (Piiase  III),*'  COG 

Sia^inv;  Didn:  _  9  February  1979  iniatec!  Coiir 'lol i.Vii  ^2.Y?_ _ 

IViucipe  Robert  C.  Park,  COL,  MC,  USA 


Assockite  luvostigcitors : 

Paul  B.  Holler,  LTC,  MC,  USA 

Terrel  J.  Michel,  LTC,  MC,  USA 

Facility: 

Halter  Reed  Army  Medical  Center,. 

H.ard  67,  CYN  Outpatient  Clinic 

Dept/Svc 

Department  of  03-GYN,  CYN  Oncology- 
Service 

. 

KtiyWorcIo:  Vincristine,  Actinoniycin-D,  Cyclophosphamide,  Rcirn  cell  tumors  of 
ovary 


Accutniilalive  MKDCASE 
Cost: _  None  _ 


Accumulative  Contrac-t 
Cost:  None 

Accumularivc  Supply 

Cost:  None 

■ 

v  y-SO  JiLhDCAbK  Cost: 


i'eriorUo  flnviCir  'ilex'.ilts 
(io  bo  filled  iu  by  DGi) 


'Sthcly  Objociivo:  'fo  evaluate  the  effc'ct  of  '•.o’.nbliied  profilactic  Vincristine, 
Uactinonryf  I.u  and  Cyclophosphamide  (VAC)  chemotnerapy  in  patients  wJ.th  endo- 
denaal  sinus  tumor,  embryonal  carcinoma,  immature  teratoma  (Grade  2  and  3), 
choriocarcinoma,  and  asalignant  mixed  gena  cell  tumors  of  the  ovary.  Stages 
1  and  II  after  removal  of  all  gro.ss  tumor.  I’o  evaluate  the  role  of  serum 
markers,  especially  alphafetoprotcln  (AFP)  and  hum;in  chorionic  gonadotrophin 
(beta  HCG)  when  these  are  prcacut  in  predicting  response  and  relapse.  To 
■Technical  Approach:  Histologically  confirmed  malignant  germ  cell  tumors  of 
the  ovary'.  Stages  I  or  TI,  if  previously  untreated  and  completely  resected, 
excluding  patients  with  pure  dysgertidnoma  arc  eligible.  Patients  V7ith  early 
Stage  III  disease  vrill  be  accepted  if  all  gtoss  tumor  is  resected.  After  gross 
resection  of  all  tumor,  negative  biopsy  of  omciituia,  iiegative  peritone::!  v;a.shlngs, 
patients  v/ill  be  placed  on  Vincristine,  Actinor.ycin,  and  Cytoxan  as  described 
by  protocol.  At  the  end  of  ?/i  weeks  of  therapy,  the.  patient  will  have  a  second- 
Ih'OOTfcSS.-cluriajf  i  y -;S0:_. have  been  2/  eel  r  >. as-  to -this  iirotocol.  -  Of  10 
patients  v/ho  have  had  second-look  operations,  six  v/cre  negative.  All  patients, 
whether  negative  or  positive  at  second- look  laparotomy  are  presently  alive-. 


Kuniher  of  Pt:b'|ects  tci  be  stucliecl  be  fore  cornpletiou  : _ 15-20  per  year . 

,Sc-rious/n:io.';poo<:ecl  5jido  clfeuts  5u  .subjeofi!  pa.niclji:iiin!>;  in  project-  There  have  been 
three  Grade  3  W13C  toxocities,  three  Grade  3  Gi  toxieitLes,  and  nine  Grade  3 

jacuiSiilagictJLajdLcij^ - - - — _ 

Conclusions:  It  is  too  early  for  any  concluslonsj . 


JHiblications  or  Abstracts,  I-'Y-bO;  None, 

STUDY  OBJKCTIVK:  detci-rulne  tlie  role  of  re-sl.nging,  laparotomy  iri  determining 
response,  predicting  relapse,  and  pl.anning  further  therapy. 


'i  KCliXf CM.  APPROACH :  .look  laparotomy  perforiiied.  11  thew  e  is  no  evi  dence  of 
diraase,  the  patient  ^;.i  1 1,  have  ilu-ee  more  cycle:;  ot  VAC.  If  u.'j  yjrog.ress  Ion , 
VAC  '.'11.1  hi;  stopped.  Tf  prog,  resr;  Ion ,  tht'  palie.U,  x-’in.  he  entered  In  a 
protocol  Jor  recurrent  d  it.ca'-a, .  It  at  re- r.  t  .•g.iug,  lap.arcitoniy  the  recurrence 
is  noted,  /he  p.'ilienl  v/ M  I  he  filtered  in  .-i  (-.i.c.  to/ c>l  '<>/  i:/ em-ret  I  discar.c. 


}  1!  •'! 

ot  :  "lilva'luat  ItMi  of  V  inb  L  i  a.c- ,  lilco.aycin,  ;iiul  '  - —  . — 

Cxs-plat  inum  in  Stage  Ifl  and  IV  and  Recurrent  Mnlig.nant  (.eri;>.  C(J1  Tumors  of 
th.  3vary  (Pl.ase.  JIT)."  GOC  MS. 


KLnr'iiv.  2")  June  1979 


C  'vil' I  i.'i  July 


stigv'Jcu;;  Robert  C.  t’aiR,  COl,,  MC,  USA 


Ast.ocinU'  LiVusLigalors : 

Paul  b.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


I'ti'.-.ilii;,' :  Walter  Reed  Jvrmy  Medical  Ccnti-.r, 

Ward  67,  CiYN  Outpatient  Clinic. 

Dent/Sve  D^’-partment  of  OB-cyw,  GYN  Oncology 
‘  ■'  Service 


Koy  Words:  Advanced  germ  cell  tumors  of  the  ovary  treated  v;ith  Vinblastine, 

Bleomycin,  and  Cis-platinum _ _ _ 

AccittiiulutLve  MEDCiVyi:’.  Accumulafivo  Contract  Accumulative  Supply 

Cost;  _ None  Cost; _ None _  Cost:^ _ None 


I'V-  SO  ALMDCASi:  Cost: 


Penoclic  Review  Results: 
(to  h'i  filled  in  by  DCI) 


SI Objective;  To  evaluate  the  effect  of  four  cj’cles  of  coriib.inf. '  Vlnblnst  inn , 
F.lo  ..>r:yci.a,  and.  C i s- pin tliniia  (YCP_)_  c'ne:;.o therapy  iii  t.he  manage i;;C.nt  oi  pnt.i  c’ntr 
with  endodermal  sinus  tumor,  embryonal  carcinoma,  immature  teratoma  (all  grades) , 
choriocarcinoma,  and  malignant  mixed  gem  cell  tumors  of  the  ovary  V7ith  advanced 
or  recurrent  disease,  incompletely  resected.  To  evaluate  tlic  role  of  serum 
markers,  especially  alphaf etoprotein  and  liuman  chorionic  gonadotropliin  when 
these  are  present  in  predicting  response  and  relapse.  To  determine  the  role 
Tcclinicai  Approach;  Histologically  confirmed  malignant  germ  cell  tumors  of 
the  ovary  with  advanced  (Stage  III  or  IV)  or  recurrent  disease,  incompletely 
resected,  excluding  patients  with  pure  dysgermiuoma  (niaturc  anaplastic)  are 
eligible.  Patients  with  incompletely  resected  Stage  II  disease  are  eligible. 
Patients  previously  treated  with  VAC  are  eligible.  After  the  surgery,  the 
patients  are  placed  upon  four  course  of  Velban,  Bleomycin,  and  Cis-platinum. 

With  progression  of  tlie  disease,  the  patients  are  switched  to  12  cycles  of 
I*ro<’;res.s  dariu"  FV-SO:  There  have  been  21  patients  entered  to  this  protocol 
from  the  entire  GOC. 


Coiiclusions;  As  expected,  toxlclties  arc  considered  manageable.  Early  results 
are  encouraging. 


.Piib];caf  ion;.:  or  Ab.Ttr;u;ts,  FY-SO:  None. 

STUDY  OBJECTIVE:  of  re-staging  laparotomy  in  patients  in  clinical  remission 
In  assessing  complo.tenesf;  of  response  and  tf\o.u  planning  further  therapy.  To 
evaluate  and  compare  the  effect'of  Vincristine,  Dactinomycin ,  and  Cyclophos¬ 
phamide  (VAC)  chemotherapy  in  patients  found  to  have  persistent  disease  at 
the  time  of  re-staging  laparotomy.  To  dcteri'uni'  the  need  for  maintenance 
Vinbla.stine  therapy  in  patients  found  free  of  disease  at  ro-.‘JtagLng  laparotomy. 


TF,C)l.';i  CAT.  APPP.CWCIj:  V  i  nc:  r  i t  i  ne ,  Ac  I  i  noi'.vc  in  Ji ,  and  Cytoxan.  With  romplol  e 
or  pari  i.'il  re.spon.se ,  tlie  j)at  lent  will  h  i'.' .i  re-.';l  aj;  ing  1  ap.'ii  ol  or.iy .  If  there 
is  no  evidence  of  dise.'ise,  the  patient  will  be  placed  on  Vinhlnstine  for 
18  months..  If  there  is  persi.ste.nee  of  tlie  disease,  the  p.iticiil  will  he 
pl.ut'd  on  Vincristine,  Act  iiiomye.  in -P,  .'inJ  C.ytoxan. 


Diife:  26  Nov  cO  T.Protocol  No:  415/ 

Istctus:  IiiLerii'n 

Title  of  I'Toieet' 

I  _ _ 

I’rojihylactic  AatlbiotJAiy  in  Abcloxr.iual  llysr.erecto::y 


S^irLintr  Dote;  Apr  79  l?Istiia;dcd  Cotnnletion  D:/,.e;  "so 

1  .*  ^  . . -  ^  -----  ■  i  ~  -  I  " 


Principal  Investigator:  Patrick  Duff,  M.D.,  LTC,  MC 


Associate  Investigators: 

Facility:  I'TRA.MC 

• 

None 

Dept/Svc  OB-GYN 

- 

Keywords: 

Antibiotic  Prophylaxis 


Accumulative  IvIEDGASF. 

Accumulative  Contraci 

Accumulative  3upply 

Cost:  None 

Cost:  None 

Cost;  None  to  date 

rY-8{»  IML-lDCAd::'.  Coni; 

1  Periodic  .Pa 

:vi-AV  ile.-il'J '  S  ; 

(to  be  filled  in  by  DCI) 

*Staidy  Objective: 


The  objective  of  the  study  is  to  deter;, ine  whether  prophylactic  aatibioticr; 
can  reduce  the  incldracc  of  operal.lvc  site  infection  fo3  lowing  abcjoininal 
hysterectomy.  ‘  • 

'j=Technical  Approa-ch : 

The  study  design  is  outlined  In  the  complete  protocol  Oi;  file.-  wit:h  GlfS., 
Prospective,  rendomJxed,  double-blinded. 


’t^Progress  (!. icing  VY-BO;  B5  patients  have  beca  c.ualii'd  ;'ir  iVic  study  t  o  daLe, 


Number  ot  subjects  to  be  sfadiscl  before  comple'ion  of  nttuly-.  _1  CO 
SoriousAmexpected  side  etf-acts  in  subjects  piurricipating  in  project: 

No  adverse  reactions  to  aclrnin.istratLon  of  Cefoxitin _ 

Conclusions: 

Data  not  yet  analyzed. 

Funds  utilized,  FY-80;  None 

I’ubljcations  or  Ab.stracts,  FY-SO; 


None  to  date 


ilU  _ 

XX 


Antibiotic,  rrophylaxis  in  l.ow  Kifjk  Cesni.'can  Section 


Stiaiing  Fate:  Apr  79  | 

[ystimated  Completion  Date:  Jun  80 

Principal  Investigator;  LTC  Patrick  Duff,  MC 

1 

Associate  Investigators: 

CPT  Paul  N.  Smith 

John  Keiser 

Susan  Strong 

Facility:  WRAMC 

Dept/Sve  OB-GYN 

Key  Words: 

Antibiotic  Prophylaxis  in  Cesarean  Section 


Accumulative  IVIEDCASE 

Accumulative  Contract 

Acciunulative  Supply 

CoSt* 

Cost:  Non? 

Cost;  $.450.00 

■ 

_ 

Fy-80  AIEDCASE  Co.st:  Non? 

Periodic  l{e\aev/  Results; 

(to  be  filled  in  by  DCI) 

Siaidy  Objective; 


Please  see  attached  nanuscript 


D:itc: 


26  Xov  80 


fProfocol  No:  41.S8 


Title  of  Project ; 


[status:  Inter 
_ Fi  ntil 


Technical  Approach: 


Progress  daring  FY-80:  Investigation  Conpleted 


Number  of  subiects  to  be  studied  before  completion  of  study: 
Scrious/une.'cpected  side  effects  in  subjects  participating  in  project: 

Conclusions: 

Manuscrir  ’  has  been  written. 

_pP  4158 

-i  c  t. I X  :■  c! d  ,  V  i  -SO:  $450.00 
o  f  0 g _ iieoi:  i.re:  K:n  Us j_ 


ti'-O'i:  None 


JTDioin:  lla: 


Date: _ 7_ OcU)he^  19S0  _ _ _  _ _ 

. . "*  V  ““  "  .  '  I  '  rii’:.!  " 

'i\ii(;  of  i’i<:);<;c';  Treatir.cnt  of  Rociirtont  or  Advanced  LLerine 

Sarcoma.  /■  l^ando':\i2od  ComparL.son  of  Adt  ■iamyciii  Versi  '.dri  ainyci.Ti  and  ('yclo- 

jhosphamide  (rhase  III).”  GOG  ^^4-. 

KtOA-tiao  _ 6..Apr_.U., ,1212 _ l-vsli-aodl-ct  Con'mlriina  D.tt.j: _ Unknown _ _ 

I'riucijx*,).  Investigator:  Robert  C.  Park,  COG,  MC,  USA 


As.suciate  InvesLi'^ntor.s : 

Paul  B.  Keller,  LTC,  IIC,  USA 
Terrel  J.,  Michel,  LTC,  MC,  USA 


T’acilLty;  Valter  Reed  Army  Medical  Center; 

Vard  67,  Gl'N  Outpatient  Clinic 

,,  , /o  Department  of  OB-GYN,  GYN  Oncology 

Depfc/Svc  Service 


Keywords:  Chemotherapy  for  recurrent  or  advanced  uterine.  aarcom.a. 


Accumulative  MEDGASS 
Cost: _ _ _ _ 

FY-SO  MEDCASE  Cost: 


Accumulative  Contract 
Cost:  None 


Accumulative  Supply 
Cost;  I^one 


_ _  _  j  Fo.f-’odic  Fanevv  FcsuK'.s: 

i  (to  ‘>0  liUed  in  by  DC!) 


Study  O’ojectivC:  To  determine  if  Adriar.iycin  alone  la  more  effective  than  Adriamyc:! 
and  Cyclophosphamide  Iti  producing  reponso.s  in  advanced  or  recurrent  uterine  sarconin 
The  second  objective  is  to  detcraiunc  If  the  duration  of  response,  for  each  treatment 
arm  is  different. 


Technical  Approach:  Patients  v/ith  pr:i.tnary  Stage.  Ill,  primary  Stage  IV,  or 
recurrent  uteriire  sarcoma  are  eligib.i.e.  Both  patients  with  non-measurable.  anti 
measurable  disease,  ate  e.l.t.gible,  but  they  way  [>e  <iaal.yxf;d  separately.  Patients 
with  all  cell  types  of  uterine  .sarcoma  are  eligible.  Patients  prev.tously  treated 
with  radiotherapy  to  the.  pelvic  hod  are  eligible  but  they  must  have  completed  thi,' 
radiation  more  than  three  months  prior  to  entry  on  this  study.  The  patients  will 
have  an  e>-ploratory  laparotomy,  TAIl/BSO,  omentectomy  if  feasible.  The  patient 
ih-Ogre.SS  duriri"  FY -SU;.  A.  total,  of  56  patients  h.ave  he.cn  entered  into  t.hJs 
protocol.  _  ,  ■- 

Ku:uber  of  subj -Sl  before  comnlefiou  ol  .study: _ 75  patients _ _ 

Fcrious/ur.e,\'p::u'.ed  side  effeefs  in  ,-iu'njeet.?  partie'irit in  project:  There  have  been 


Coaclu5ion;s;  Regimens  are  well  tolerated  by  patients  entered.  There  is  not 
enough  accrual  at  this  point  to  draw  any  permanent  conclusions.  To  date  there 
have  been  no  complete  responses.  There  has  been  one  partial  response  and  several 

5h[fiiicaUons'’6r  Abstracts,  FY-SO: 


TF-CnNICAL  APPROACH:  will  then  either  have  radiatioix  or  not.  After  that, 
Th:ry 'rTTflTe^irtTatiUed  by  regn.ien  1  to  receive  Adriamycirt,  60  mg/ird  IV 
every  three  V7eeks,  or  reginen  2  f.o  receive  Adr lamycin ,  60  mg/m  TV  plus 
Cyclophospliamide,  500  mg/r.i^  FT,  boi.h  ev  ry  nu  er  v.-eekf. . 


D.i>..v.  7  o.c.t-p.i>ev-i9t;a _ Aico  . . 

'J  illt^oi:  i'y  "A  Cl  inical  i'aMioioj’ic  Study  of  St.a;;f  T 

and  li  liter  Lihj  Sarcoma;'. .  "  OOC 


citrii.us:  li'toric. 

.  J-je-il”"  " 


S  r'rfi;',.',  ■' da:_C)  A\igust  19/D . .  ..  _ Ui'llD/lD'a  .  _ _ 

iV i'K IjalI  Robert  C.  Park,  CO!,,  KC,  USA 


Ataot-iat-j  l'ivosiig:';ars ; 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


racil:i.\e  1s’alt;er  Rec'cl  Array  Medical  Center, 
Marti  67,  GYM  Outiratient  Clinic 

Depl/Svc  Pepartr'.ent  of  OB-GYN,  GYN  Oncology 
Service  _ 


Keywords:  Clinical  pathologic  study.  Stage  1  and  II,  uterine  .sarcoma 


A.ccumtilutire  IvIEDCASHi 
Cost; _ None _ 

FY-  SO  AillDCAKK  Cost; 


Acciini dative  Contract 
Cc5.t;  None 


Accumulative  Supply 

Co.st:  None 


Periodic  Pedew  Tvc.culfs; 
(te  Ivc  fill.e'.!  ;:!  ’oy  DCI) 


Study  Objective:  The  purpose  of  this  study  is  to  determine  the  incidence  of  pelvic 
and  aortic  lymph  node  ineta.stasis  associated  vith  Stage  I  and  II  uterine  sarcomas. 
The  relationship  of  these  node  metastasis  to  other  important  prognostic  factors 
such  as  mytotic  indexes,  tumor,  and  the  complication  rate  of  the  procedures. 


Tccltnical  Approach;  All  patients  with  histologically  proven  uterine  sarcoma, 
clinical  Stage  I  and  II  who  are  medically  suitable  for  hysterectomy  and  lymph- 
adenectony  are  eligible  for  this  study.  All  patients  \.7ill  undergo,  at  a  minimum, 
a  simple  extrafacial  abdominal  hysterectomy,  bilateral  salpingo-oophorectomy, 
selective  pelvic  and  para-aortic  lymphadenectoTi-y.  Peritoneal  cytology  will  he 
obtained.  Omental  biopsy  is  recommended  as  an  optional  procedure.  All  histo¬ 
logic  types  of  uterine  sarcomas  are  acceptable. 

lYo^jrfc.ss  during;  Fy-cO:  Fifty-five  patients  liave  been  entered  into  the  protocol 
to  the  entire  GOG. 


Nuraiier  of  .si  bjeuts  tu  be  .studied  t>ei'o;'e  coinpletiou  of  .stud'.’:  Unkno\jn. _ 

Merious/iuicx-pvctcd  f-ide  cQ'occs  in  subjects  inaiicipatlng  in  prciject:  None 

Ckuicl'.i.'^ion.'i :  There  are  no  conclusions  at  tliis  time. 


rubiicatvt!'',.-  or  Ab;>tvac.ts,  TV-bO:  None, 


•  .  4G 


"Sutj-.icaA  Staginj’.  of  Ovaiian  Cnrc.j.t'ioiT’.a. 


'C'^Mc  f.l  : 

GOG  /-4.L. 


II 


•  l  a  Mn 

n^ii 


Ftro-Mia,  ■  •■:V:  ^A-irU  ]GV''_ . ^ 

)-,.v.sil:',a,lor:  Robert:  C.  Park,  COl,,  MC,  USA 


Asi.'.ieiace  lovcalignioi'.'  : 

Paul  B.  Heller, LTC,  NC,  USA 
Terrel  J,  Michel,  LTC,  MC,  USA 


l';>';ilu.v:  i;al!:er  Keel  Army  Medical  Center, 
Ward,  f)7,  CYN  OutpaLleni;  Clinic 


r  OB-GYK,  GYK  Dncology 

'  ‘  "  Service 


Key  Words:  Surgical  staging,  ovarian  carcinonsa 


AcciimulatLve  AIEDGAStl 
Cost;  Kane 


Accumulative  Ccrit:'ac.-t 
Cost;  None 


FV-SO  rtU:  OCASE  Cost; 


Kone 


Accumulativft  .Supply 
Cost;  J'One 


I’erioclic:  B«vio\v  Ilesvlts: 
(to  be  filled  in  by  DGl) 


=,St’ady  Cbiecdrivo:  To  deternine  the?  spread  of  ovarian  cr?  cincra  to  ;LnfrapcrIro/'.c,'  i 
<^-tructuiX'S  and  retroiK'.cltonca!!.  lymph  eocle.s  by  direct  c  >.acunaticri,  cytologic 
sampling,  and  biopsy.  To  establish  a  surgical  protocol  for  patients  entered  into 
Gynecologic  Oncology  Gt'oup  ovarian  cancer  ti;o.acv.ient  protocol?,  to  pet. ermine  the 
complication  rate  of  procedures  outlined. 


Tccbnicul  Approach;  All  patients  explored  In  the  investigator’s  institution 
and  found,  to  have  Stages  I,  II  or  III  (optimal)  ovarian  carcinoma  are  eligible. 
All  histologic  types  of  ovarian  carcinoma  and  di  ffca-entiaCior;  are  acceptable 
for  entry  into  this  protocol.  Patients  whose  procedure.^  were  perforaed  at 
referral  institutions  are  eligible  for  entry  p.ovided  that  the  elig: ni.lil.y 
criteria  are  met.  Patients  v/i  Ih  all  I..;.stologi c  types  of  primary  ovarian  cancer 
are  ellgilile.  including  epithelial  tumors,  germ  cell  tumors,  stromal  tumors,  and 
Progle.i:’.  (liu’iur!;  FV-SO;  Fifty-seven  entries  have  been  made  from  the  entire  GOG 
into  this  protocol.  No  analysis  has  been  made  of  this  data  yet.  - 


m 

p 


Nnmhyrjjf  to  stmavd  bcfoi-o  cc.r;Hrteuc»ity_>l  shtd/: _ unknown 


EariousAuiiixpocted  side  cflaccs  in  subjects  i):irticii..;ting  in  project;  Kone  of  note. 


Co;:clnsion>s:  None, 


i  ■ 


Fubhcntioiis  or  Abstracts,  FY-bO;  None. 


TECilSICAL  APPROACH;  all  others.  Tonior.s  «etostaClc  to  the  ovary  arc  not 
elS^'fSr'T^.^Tision.  A  total  abdominal  hysterectomy  baateral  salpinEo- 
^ol^rectory,  except  .In  young  patients  with  a  unilateral  dasease,  are  performed, 
Selective  pelvic  and  para-aortic  lyrapbadenoctor.y  are  performed.  Omental 
Me, 4  .and  peritoneal  cytology  sampling  in  addition  arc  performed  The 
dla-ih^a^a  is  oxanined  and  a  P-ap  smear  and  biopsy  are  perFcnmeu  an  thm.  a.t..,. 

TM  patie-nt  Iben  would  be  entered  into  an  appropriaLo  treatment  protocol  and 

followed  for  five-  years. 


t 


Piifo:  y  ocvc^cr  ]9r,o _ 1’'-.“’' -ir'i-L  _ _  . 

'J'ji]c  of  i'j  OjccL-  "A  Ranciunizcd  Comjjar Lsioo  ^  f  >k-lp;i  ;lan  Vorrai--: - - - li-L-'J.... . . 

Int  raperitoneal  Chromic  Phoap'.iato  in  t;lic  ■  rontmont  of  V'or.on  '..'j  th  Stage  J  (Exclusive 
of  Stage  lAi,  Gl;  and  IKi .  Gl)  Epithelial  Carcinoma  of  the  Ovary  (Phase  TIT)." 

GOG  #Af). _  _ _ _ 

F-lor'.iuu  iJtaO:  21  August  1979  li:v.th-!),'iiev;  Contp^'' '  i  , J  h  t e .  December  1981 


lViucip:il  luvetiLigalOf;  Robert  C. 

Asyuciate  luvesligator.-r : 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  KC.  USA 

}voy  Words:  Melphalan,  ICP~32, 


Park,  COI..,  MC,  US.k 

jFaciliiy:  VTalter  F.eed  Army  Medical  Oenter 

V.’ard  67,  GYN  Outpatient  Clinic 

Department  of  OB-GYU,  GYN  Oncology 
Service 

pithelial  carcjnovu^  of  ovary 


Ac:^  ■.i\TlUkAi\  t:  IMADCJAiiM 
C  c  5 ;  L : _ None  _ 

FY-ih)  NU'lDaiSE  CG.<it:~ 


AcciunulaM  v  Cuafrret 
Cost:  None 


Aociu ci.d  itiv  oujjply 
Co.st;  None 


Periodic  I'evifcw  Results: 
(to  bo  filled  in  by  DCI) 


\Study  (ibiective;  '-nie  purpose  of  this  study  is  to  evaluate  the  relative  effectiveness 
of  Melphalan  versus  peritoneal  radioactive  chromic  phosphate  as  adjuvant  therapy 
in  Stage  I,  exclusive  of  lAi,  Gl  and  IBi,  Gl  epithelial  cancer.s  of  the  ovary  in 
a  randomized  prospective  study’.  Patients  who  are  eligible  are  those  with  surgical 
Stage  lAi,  G2,  G3;  lAii;  IBi,  G2,  G3;  IBii ;  and  IC  epithelial  cancer  of  the  ovary, 
FIGO  classification,  who  have  undergone  optimal  .staging.  The  .surgery  performed 
will  be  total  abdominal  hysterectonty ,  bilateral  salpingo-oopliorectoray,  partial 
Technical  .Approach:  Patients  with  Stage  lAi,  G2,  G3;  lAii;  IBi,  G2,  G3;  or 
IBii  or  1C  epithelial  cancer  of  the  ov.iry  are  eligible  for  this  protocol  and 
those  wlio  have  undergone  optimal  staging. 


J*rop;cc.'js  durinp,  FY-SO;  Six  patients  have  been  entered  into  this  protocol.  It 
is  too  early  to  analyze  tliis  pi'olocol. 


Nuinlinr  oC  .si:l>iec'.s 
‘i'-vious/ lurr'cpvcifd  .s; 


I  l/t:  .studi-od  b.-:fo;;e  ca’andetioi,  of  .riuih.':  93  to  each  treatment  firm, 
■de  '.  ffoefs  in  .svibjects  po.riicipafirig  in  project:  None, 


(h>ec!u.-io:!.'i:  it  is  Loo  e.crly  to  form  any'  coTiclusior.s . 


lii'.i'i'calK  '.e  or  Alreavi.:  ’,p  I’Y-bO;  None. 


r.Ttifiv  nFJif  T I ?i_: 

I  !ie;i  t)‘  r.'iedoin  i  : 
cvi'  »‘y  font  \  *ei’ h: 
]  ')  ni  1  I  i  t  'in  i  (  s 


onu-.iit  f:’ '  c  v.y ,  and  singing  exami  r.al  i  c 
i:d  to  cither  heg/iiren  1:  ilel  j'TiaT  an ,  / 

for  1(!  conii.e  or  IS  r,\>n;'.:-..  Or 
i  nl  raper  Lt  ocean  y  e.e.  a  single  do.rc. 


Thce.e  patients  will 
r;g,/;ri-/day  X  five  days 
(■v.  2:  chromic  pTiosiihal.o 


'171 


I’  U'.':  7  October  19;;0 


Ib-.'jo-'ol  [v;:  A163 


'i'lil.-of  I':  "a  Phase  II  Trial  of  Ci  s-lMal  i:uii;i  in  t.lif 

Trc.itueni  of  Advanced  Gynecologic  Ceincer'."  COG  f26  -G. 


■\(Sj  J: ‘/M  :c;  X 

Kir:.; . 


6  April  1979  Unknown 


Ward  67,  GYN. Outpatient  Clinic 


Iga.tor;  Robert:  C.  Park, 

,  COL, 

[Igntors; 

Ftioili 

,  LTC,  MC,  USA 

— 

Terrel  J.  Michel,  LTG,  MC,  USA 


Kev  Words;  Phase  II,  Cis-platinum,  advanced  gynecologic  malignancy 


D'“nt/dV''  ll2partment  of  OB~GYN,  Gi'N  Oncology 
Service 


A cc  uin  ul; .  r  I  \  e  Mi:  D  CIA S rl 

Cose:  _ None 


MiiDCAiiE  Coot: 


Accorauiative  ('onivact  Ac;.;:ami 

Cost:^ _ None _ _  _  Cost:  _ 

_ None _ _ |Peri<.‘cUc  Iteview  Jie.sults: 

I  (to  be  filled  in  by  DCf) 


A  cc airiiij .  ■  ti  vu  bup ply 
Cost:  None 


iStiidy  Obj  ^ocive:  To  dctcrralne  the  efficacy  of  Cis-plafliatui  in  Luc  Lrecitme-uL  of 
advanced  or  j.ecurrent  gynecologic  aancers.  A  rejection  type  design  will  he  need 
involving  v  fixed  sample  sixe  of  25  evaluable  patients  per  disease  site,  per  drug 
or  a  coBiliiaatlon  of  drugs  studies.  The  desigit  allows  re.x>laceicent  of  ineffective 
regimens  by  newer  agents  or  cowbi nations. 

Tecl’nical,  Approach:  Cis-platfaum  appears  to  i-xcrt  its  cytotoxic,  action  by  cros;; 
linking  UNA  and  thus  acting  In  a  manner  similar  to  the  hifunctional  alkylating 
agents.  Ci.s  -platlnum  has  demonstrated  activity  in  aiiiinals  studies  against  tran- 
sltionai  col!  carcinoma  In  mice.  Toxicity  i.ricls  in  :n;i...als  re..'c-a3:;  myclo- 
suppression,  lymphoid  atrophy,  hemorrhagic  Ixitrocolitis ,  renal  tubular  necrosis, 
and  cocci  ear  damage,  as  well  as  some  degree  of  ii'iiwunosuppronsion .  Reports  have 
been  made  on  Phase  1  and  broad  Phase  II  studies  witli  this  agent.  Responses  have 

lYogress  cluri’.ifj  FV-SO;  Two  hundred  and  one  patients  have  been  accessed  to  this 
protocol.  Comb i.nat  i.oiis  of  Cis-  platiriuiu  and  oilier  i  egli.iori.s  will  be  tesl.i  d  .in 
future  trials.  -  Tumor  categories,  except  epithcliiil  oviu  ian  carcinoma  and  squ-amouis 
j:ell_care  I ngnia.  of  the  cervix  continue  to  accrue  cages_  for  consideration , 

Nnrn’nvr  of  si. bj sets  :<.>  he  .sUulied  !>el'ore  coinpletioii  oC  Giudy: _ 25  cases  per  disease  site. 

S-Ji-iovis/;L-io,>;pc.c;tc;I  idde  oiT-JOls  in  .Siihi/j<;i..='.  in  prnjac!:;  There,  have  been  some 

Grade  3  GT  toxicity  and  some  Grade '3  hypokal '■'.mi.a  noted. 

Cis-p.latinum  has  marked  activit;y  as  a  first-line  chemotherapeutic 
in  squamous  cell  carcinoma  of  the  cervix  and  is  active  as  a  second-.line  therapy 
for  advanced  adenocarcinoma  of  the  ovary.  The  drxig  appears  to  be  active  again.st 
cndonetrial  cai'cJ.noma  but  .may  have  limited  activity  .Ln  therapy  of  sarcomas  and 

T’liuiu-auu).:  or  Au.-'tr.Ky;  (Him): 

cervical  adenocarcinoma. 

None. 

TECIIMICAL  APPROACH:  been  noted  in  testicular  tumors  Including  germ  cell  tumors. 
Ovarian  cat cinoma,  bladder  carcinoma,  squamous  cell  carcinoma  of  the  head  and 
neck,  and  fiquair.ous  cell  carcinoma  of  t.lic  cervix.  Patients  with  histologically 
confirmed  gynecoiogre  cancer,  r'l.ther  recurr''ut  or  advanct'd , ^on  initial  prer.en- 
ration  are.  tiLigible.  Cl.s-tila  timim.  wi  11  be  giv-cn  as  SO  r^.g/r.r  1'.'  cvco.y  tViree. 
x.’eek'..  }iytli:ation  will  be  given  at  each  coni.sc-.  Once  cniougit  patients  in  any 
di.'nasc  c.iegory  h-'.vf:  been  treated  v/J  tii  Ci.s-pln  t  innm,  the  entire  group  vrill 
I'.ive  on  t'l  llif  next,  drug  rec;onim rndec!  in  I  iris  GOG  pretoeol  . 


7  OcLohc'i'  19S0 

'iiii  :  ..i  "A  I'has. 

Adv.nicec!  !'c;.'-vi.c  M:'.!  i.t.ii.-.:,; 


/|K)9 

T!  Trial  of  AMSA  in  Tatiantn  V; 
ii-.;."  GOG  ^20-  J  . 


:.  ;:;r  XX 

YvV 


;)  2'L  Augura.  _1970^  I  €:>’  i>:^U-r:  f • 

I'i iiJrO.  Gu':  Robert  C.  ;'ai:k,  G('l,,  MG,  lliJA 


lJriknLr.;ii 


Asaocait-^  !  ora : 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  mchel,  LTC,  MC,  USA 


;  i;  I  It;/:  Walter  iteecl  Army  Hedictil  Center, 
j  Ward  67,  GYN  Outpatient  Clinic 

It-,.  ,.i. Dejifirtment  of  OB-GYK,  CYN  Oncology 

I  i  i-'c/  V  C 


Servtice 


Kev  Wotcls;  Phase  II,  AMSA,  advanced  pelvic  malignancies 


A  c  c i;  n  iQ  ati  ve  A  111  D  C  A  S  R 
Cost ; _ None  _ 

rv-so  MCnCAyC  Cost; 


Accn'-rnulatlve  f'oiU. met  Accttraulvtive  .Supply' 

Co.st : _ None _ _  Co.st: _ None _ 

'.■,ne  __  rVa'  iiT’a;  Cy  ,  dto;  __  '’™' 

I  v-u  'l>o  liJieu  in  by  J)01) 


iSuidy  Ohjectiva:  To  determine  the  efficacy  of  AMSA  in  patients  whose  advanced 
malignancies  have  been  resistent  to  high  priority  methods  of  treatment.  A 
rejection  type  design  will  be  used  involving  a  fixed  sample  size  of  25  evaluable 
patients  per  disease  site  per  drug. 


Toohnlckl  Approach;  AJMSA  is  acridine  derivitlvo  w'ith  significant  activity  in 
several  animal  tumors.  The  drug  inhibits  UNA  synthesis  but  has  little  effect 
upon  RNA  synthesis.  It  binds  the  DNA  through  intercalation  and  external  binding. 
It  has  particular  affinity  for  adenine- thyainine  pairs.  In  a  Phase  I  trial 
responders  were  observed  in  a  case  of  lymphangiosarcoma  and  in  a  case  of  ovarian 
carcinoma.  AMSA  is  attractive  because  its  activity  is  about  the  same  as  Adria- 
mycin  but  is  has  less  larger  producing  effects.  The  drug  is  to  be  administered 
J’rn>;ress  I'V-SO:  There  have  been  a  total  of  11  entries  to  this  protocol. 


'Vi'  cl  pi  I:;;  .slU'.Mj.-t;  t  toiv  c-;'  .‘chS'bv _ 25  pfUAcnts  per  disease 

Ci'.’c!  G;(.ic  tdf/crc  i.’.  j);irtic ij/rnirij' in  Essentially  none. 

It  is  too  early  for  any  definitive  conclusiozis . 


or  Ah;-,‘mcJs,  1' I'-bO:  None. 

Tl'iCilN  ICA1,  API’ROAGH:  a;;  a  dos'.c  of  120  mg/i.i^  intravenously,  rc'peated  every 
four  weeks  as  toxicity  permits.  Patients  v.iio  have  roeeived  pelvic  and/or 
abdoniinal  radiation  previously  v/il  1  gel  90  mg/m^  at.  the  sarn-  interval. 


Assuci:ite  InvesLig.'ito •:s : 

Paul  B.  Heller,  LTC,  MG,  USA 
Terrel  3.  Michel,  LTC.  MC,  USA 


Facility;  Walter  Reed  Army  Medical  Center, 
Ward  67,  GYN  Outpatient  Clinic 


Dept/Svc 


Department  of  OB-GY'N,  GYN  Oncology 
Service 


Ke}- Words;  Phase  II,  Yoshi--864,  advanced  pelvic  malignancy 


A  c  cuinul  iiti ve  IE  D  C AS  rl 
Cost:^ _ _None  _  _  _  . 


I  i --SO  -1  Cu  -it; 


Periodic  Peview  HesulLo, 
(to  1>3  filled  in  by  DCI) 


Study  Obitctivo:  To  determine  the  efficacy  of  Yoahi-  864  iii  patients  v;hose  advanced 
malignancies  luivc  been  resistent  to  high  priority  methods  of  treatment,  A  re.je,ction 
type  design,  vill  be  used  invo.lving  a  f.ixed  sample  sl^e  of  25  evaluable  patients 
per  disease  site  per  drug. 


Technical  Approach:  Yo3hi.--864  is  a  sulfonic  acid  cstor  of  aminoglycol  syntbesixed 
by  EL— merzitiii.ni.sak.urai  as  an  alty.la ting  agent  .ic.f.ive  .igainst  c  Aperii'ental  tumors 
resistent  to  nitrogen,  mustard  deri.vltives.  Structurally  it  is  similar  to  busulfavi 
but  it  is  active  against  the  L1210  system  in  mice  where  busulfan  is  not  active. 
Exact  mechanism  of  action  has  bet;  been  elucidated.  It  may  have  alkylating  activ.ity, 
'Jhe  drug  shows  no  cross  resistance  to  natural-occurring  alkylating  agent-resistent 
animal  tum.w;:.;.  First’  cl.iuii;-'.!  studu’".  witl:  ’‘‘^oshi-f'G'i  we  re  ccvluctcd  In  Japan 

XbrOifress  (.UiritL^;  FI -oO;  Tliere  Iiave  been  six  entries  to  this  protocol. 


Kundior  of  .sublecc.s  io  !x:  .studied  !■  'fore  conn.iletioti  of  shidy: _ 25  per  disease  site. 

.Srrious/iine.K!>ccfcd  sidt;  ctfecLs  in  subjectfi  p;<irilcip;L{ing  in  ritoject:  None. 


ConchisioiLs:  it  is  too  early  to  dravr  any  conclusions. 


Jhiblicafions  or  Alr-lrncb'i,  FY  -80:  None. 

■| ’cCt'.M fCAL  .M’PROACJl;  v/itii  encouraging  results  in  cJironic  elog.enou.s  Iciikeinins 
.';t  doses  tiE  5-.i00  ng.'  per  d-ny.  In  a  GO'^’,  r.tuJy,  tlieie  Imve  b(*on  six  partial 
.;;i-':ises  Tepnrfed  in  16  jiat  ifnl  s  v.-ith  ovarian  cancer.  rnriruts  ci.o  1,.'.!ve 
; ,  i  ■ .  r  o1  og, ;  cn  I  I  y  confirmed  advanced  rt'cnircnt  I’osisli'nt  liici  ast  at  ic  or  local 
;  ,  iC'col  og.ic:  canci’i  v/ith  clocamuTi  t  c-d  disease  prugiessitm  are  eligible,  for  tb  i 
■  ;uJy.  Vosbi  HG4  will  be  admi  n  i.steved  at  2.0  mg/hg,/day  for  5  d.ays  iv,,  ravenously 
,!  lepe.it  'd  every  s  i  :<  w<  t  lfs  .as  foaLCLl  y  pe CiUi  I  s . 

'4 


D-L;:  V  Octobor  19J!0 


h'rorov -^1  ivj:  4167 


’IlM’j  (il  ;  "A  II  lla:uic>;  ;izc’ci  Studv  of  AXr  1-:. .  i  r,  . . 

I’liiy.  Cyclopho5.i)}i.u:iif!o  Vot'm’.'.-j  u  jM.u.s  Cyclop:  dC'  Plus  C.i  s- pi  al  i  ;u::  i 

in  Pa.r.icnts  with  Advancod  Ovaiian  Afltunicarc.iiii):  :i ,  oLii.al  Ilf,  IV, 

ilVlV  hsLyilVbPU?.--; . .  ,  . . .  . 

i  :a  i  :';  J  inw  ii'.  if-.ilov;  R(il>ort  (.',  I’arlc,  Ci)J.,  KC  ,  USA 


Asswciate  I)iviiAi:;^:AorA: 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


FiicLl’.t’,':  Falter  Reed  Army  Medical  CcnUt'.r, 

Iv’ard  67,  CYN  Outpatient  Clinic 

/r-  Departr.ent  of  OB-GYN,  CYN  Onco'loay 
Dept/Sve 


liey  Words;  Adriamycin,  Cytoyam,  Cls-jd atinum  trreai.ir.ent  in  advanced  adenocarcint.na 
of  the  ovary. 


Acciunuhthive  LIEDCASH 
Cost ; _ None _ 

rv-so  Mi;DCAS.E  Cost:  - 


AccviinuL'itive  OjiP  ;  ,ac't 

f  A 

Cost:  None 

i  ' 

•»iiudy  ObjocrtiVc::  To  determine  if  tlte  addition  of  Cis-platinum  to  Adrianycin, 
plus  Cyclophosphamide  improves  remission  rate,  remission  duration,  or  survival 
in  Stage  IV,  suboptimal  Stage  III,  and  recurrent  ovarian  adenocarcinoma.  To 
determine  the  frequency  and  duration  of  true  complete  remission  using  these 
regimens  as  judged  at  a  second-look  laparoton/y. 


Tccl'.aical  Approach:  Patients  v;ho  have  been  dia^jnosed  as  Stage  IV  and  suboptimal 
Stage  III  primary  cases  or  recurrent  cases  are  eligible,  Suboptimal  Stage.  Ill 
is  defined  as  those  Stage  III  patients  with  at  least  one  residual  lesion  at  the 
time  of  surgery  equal  to  or  greater  than  3  cm,  in  the  largest  diameter  in  the 
abdomen  or  pelvis.  Histologic  types  eligible  are  serous  adenocarcinoma,  mucinous 
adenocarcinoma,  clear  cell  adenocarcinoma,  enclometroid  adenocarcinoma,  undif¬ 
ferentiated  carcinoma,  or  mixed  epitbclial  carcinoma.  Patients  witli  measurable 
durinf;;  1' \ -fiO;  qvo  hundred  and  eight  patients  hove  been  entered  into 
tliis  study. 


Murnl)'.-"  •.'(  fo..bier:;;,  i.)  h;;  .studio;!  ic  ioi-  ;  cf  ;ni>Iei:ioa  of  .s:  ,<f  .a  400 


Kczious/uncxpected  ^■,le  crUecis  in  nui>jooti:  nonic  ip-d in;;  i-  p-ojtcf,;  Renal ,  toxici  ly,  vis 
was .  obsc^ecl  in  42.0  patients  in  cases  who  r^ceiviH;  C:;..s-':)Tat  j  nun:  i?!!  \/cvc,  rillcl 
toxicJ  tio.s  except  for  one  case.  Fourteen  Wev..  and  d  niarelef  toxic  tties  ot  severe 


toxic jt IQS  except  f 
(.Ahicl  U'  ic>ri;i :  None . 


grade 


.Publicid ;;)u:s  ^)r  AVi-U\U‘ts,  J’V-SU:  None. 


t-n 


i'iioiOuiOL  :.o.  4.16/'  conx:nued 


TECHNICAL  APPROACH :  disease  and  patients  vUf.tiout  measurable  disease  i.s  a 
5;eparate  category  and  will  bo.  evaluated.  Tl»e  patients  will  be  r:t:ratifiod 
by  parforniance  and  measurable  versus  non -measurable  disease  ontt^red  into  ^ 

the  protocol  and  then  randomized  to  Regimen  1:  including  Adriar-.ycin,  .50  mg/m 
IV,  Cyclophosphanu.de,  500  mg/m  IV  every  txjo  weeks  for  eight  cour.ses  versus 
Regimen  2:  Adriatnycin,  .50  ng/m^.  Cyclophosphamide,  500  rag/m^,  and  Cis- 
p.latinura,  50  icg/m”,  all  givc;n  IV  every  three  weeks  for  eignt  courses.  After 
these  course,  a  second-look  laparotomy  will  be  performed.  Patients  with 
complete  response,  will  be  maintained  on  Cyclophosphamide,  500  mg/m'  every 
three  weeks  .for  an  addititm  of  .12  months.  Patinut-s  v.^ith  partial  re.sponse 
or  stable  dise.aae  will  be  taki.Mi  of.f  the  study. 


f 


Untc:  ?.f>  Nov  80  *TfVok>0(.il  Ko;  I^Jraliis:  Ji'.lcr’nTi  X 

. -  -  -  -  _  -  p-  - 

Titla  ot  rrojoct:  - 

Coii’.par  Lsori  of  Txvo  Ant  ibUit  ic  Ri't;imenr.  foi  t  he  'IreoUinivil  of 
Soft  Tissue  I’olvic  InfocLlons 


Startin'^  Date:  Anr  79  (Estimated  Complcti  )  -.  D.-ite:  Apr  80 

Principal  Investigator:  Patrick  Duff ,  M 

.D.,  LTC,  MC 

Associate  Investigators;  None 

1  Facility;  mAllC 

Dept/Svo  0B-C;i:' 


Keywords:  ^  ^  , 

Antibiotic  Treatment  of  Pelvic  Infections 


Accurnulati V  e  RIKD  GAS G 

.Accii 

innl'-vli'.’-.?  ' 

t:o'.  dr. tcL 

A  c  c ,  1  u  1  u  r. ;  ti  V  ‘c.  f  >  i  n  j  j )  1  y 

Cost:  None 

Cost; 

None 

Cost;  None  to  Date 

. 

FY~S0  jVIEDCASS  Cost:  None 


Periodic  R^ndeAv  Resiilts: 
(to  be  filled  in  by  DCI) 


•Study  Objective: 


The  purpose  of  the  study  is  to  compare  the  efficacy  of  Cefoxitin  versus  the 
combination  of  Penicillin  and  Gentamicin  for  treating  a  variety  of  pelvic 
infections. 


Technical  Approach: 

The  entire  treatment  protocol  is  on  file  with  CIS, 


■Progress  during  FY-SO:  75  patients  have  been  enrolled  in  the  study  to  date. 


Number  of  subjects  to  bo  studied  before  co:nvjelion  of  .study:  100 
Serious/unexpected  side  effects  in  subjects  pfa*ticipating  in  project: 


Conclusions:  At  the  present  time,  there  is  no  statistically  significant 

diffeirence  between  the  two  regiine.n;;. 

Puhb cations  or  Ab.stracts,  FY-SO:  None  to  date 


:  1  7 


IVolotoT  No:  4Ni'j  j^ta-'-Us:  loicrii!!  x 


.  I  Final 

iotle  oC  Frojcct:  '  ■ 

Effectiveness  of  Heat  Lamps  and  Surgigators  in  Promoting  Comfort  and  Healing 
of  Median  Episiotomies. 


Stai'tinsj  Daie: 


stiiiiated  Com])letion  Date:  Dec  1980 


Principal  Investigator.  Clifford  Simons,  AMC 


Associate  Investigators: 


Facility:  VtRAMC,  Units  43,44 


LTC  Reuben  B.  Bowie,  ANC 
CPT  Marcia  Kossman,  ANC 


Dept/Sve  Nursing  Research  Service 


Keywords: 

Median  Episiotomies ,  Healing 


Accntnulafivo  MIvOGASE 
Cost:  0 


FY-SO  IVIEDCASE  Cost: 


Accunado.  iva  CoTitrCLCt 
Cust;^ _ 0  _ _ 


A  c  c  tirrj  u  1  ;iti ve  Supply 

Cost:  0 


Periodic  Keview  Rssults:^ 
(to  be  filled  in  by  DCI) 


Study  Objective: 

To  deteritilue  whether  there  i.s  any  diffei'ence  in  the  rate  of  healing  and/or 
the  patient's  expre.s3ion  of  comfort  depending  upon  the  post  episiotomy  care 
regitua  used. 


•  Technical  ixpproach: 


No  change  from  protocol  subrciitted. 


Progress  dtiring  FY-SO: 


88  subjects  accured. 


Number  of  .subiects  to  be  studded  before  completion  of  .study:  .. 


Gorious/unexpectecl  side  effects  in  subjects  participating  in  project: 


•  ror  \iZ3  OT  irus  lufin,  t>r(}  Art  O'+C 
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C,  kept  Clin  Iivest 


C,  Nsji  Rsli  Sve 


8  Ifec  3.980 
M\J  .Soul;lib>7ab/2026 


1.  It  is  understood  that  no  money  v.'as  spent  on  this  work  unit  :in  1^80. 

2.  The  original  budget  rec^uest  of  $800  ($500  for  data  analysis  and  $500  for 
presentation  and  reprints)  was  insufficient  onsidering  current  co.sts, 

3.  Tlte  funding  request  for  IT'8i  added  the  following  to  the  original  budget  request: 

a.  $100  for  consumable  supplies 

b.  $150  for  reprints  (Reprints  may  Ijc  a  separate  cliarge  foj  Cixample  $200  for 
Milt  Med) . 

c.  ^500  for  travel  for  -'.n  additional  -^nvesti gator  (5  people  are  c.ond'ictiug  1k; 
s  tudy) . 

4.  Ihis  request  is  $750  above  the  orginal  amount  recpiestcd. 


J.-V\ET  R.  SOrniBY  ^ 

liU(P),  ANC 

C,  Nursing  Research  Service 
hllAMC 
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Dat 


7  October  1980 


Tjv 


otocol  N'o:  4170 


TiMe  of  i’roj'jci;  "A  Phase  II  Trial  of  Chlorozotocin  in 
Patients  with  Advanced  Pelvic  Malignancies."  GOG 


.St.'utiu'j:  Dale: 

IdstiDKiLOu  ConpP.’tinri  Lirii;e: 

Unknown 

Princi  jnil  In vc-s  tigator : 

Robert  C.  Park,  COL,  MC,  USA 

Associate  Investigntors: 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


Facility;  Walter  Reed  Army  Medical  Center, 
Ward  67,  GYN  Outpatient  Clinic 


_  .  Department  of  OB-GYN,  GYN  Oncology 

"  '  Service 


Key  Words:  Phase  II  Chlorozotocin,  advanced  pelvic  malignancies. 


Acciunnlative  IMJilDCASF 
Cost:  None 


Accumulative  Contract 
Cost;  None 


Ac  Gumulaii  vc  Supply 
Cost;  None 


FY’-SO  RIKDCASE  Cost: 


None 


Periodic  Hevie-.v  Jicaults:_ 
(to  be  filled  in  ty  DCI) 


Study  Objective: 


Technical  Approach; 


I'rogress  during  FY-iO;  To  date,  no  patients  have  been  placed  in  this  protocol 
from  the  entire  GOG. 


Nur''lv.:r  •.  f  .'ubiects  t- 


iduddvct  t-r:roro  comnletnon  uf  studv: 


Serious/iuie.qjected  side  edfrets  in  subjects  par'icipatuig  in  project; 


C'  >u 


or  Al;.-d,racts,  FV-bO: 


AS 


H-L  /  . 


j.-);  .'..u:? ;  i»'wvi.ii.i 


'I'IlIu:  oc  Projotrl:  "A  study  of  Progestin  Therapy  in  a  Kundoniizlrd - 

v;o:iparisoa  of  Adriainycin  Versus  Auriamycin  Pius  Cyc  j  op>.osp’,ianiie  J  ri  J-atjenL:.  v/iL'u 
Advanced  Kndometrial  Carcincna  After  Hormonal  Failure."  GOG  ii'A8. 


io  la.i.-'  'Ersll::r-.tv'-I  Co  iMte: 


Priucii);il  luvcstlgaiov;  Ro’.icrt  C,  Park,  COL,  MC,  USA 

-•VKiiociate  IiivesLigritor.s :  Facility;  Walter  Reed  Army  Medical  Center, 

Ward  67,  CYN  Outpatient  Clinic 

Paul  B.  Heller,  LTC,  MC,  USA  - - - - - 

Terrel  J,  Michel,  LTC,  MC,  USA  Dent/Svc  OB-CYN,  GYN  Oncology 

^  ^  "  Service 


}iey  Words:  Advanced  endometrial  carcinoma,  hormonal  failure,  Adriamycin,  Cytoxan. 


Accumidative  r.IFDC:VSF. 
Cost: _ None _ 

FV-SO  ML'DCASE  Cost: 


Acoumulative  Contract 
Cost:  None 


Accamulative  .Supply 
Cost:  None 


_ None _ _ 


Periodic  lie  view  }iesult.s: 
(to  l.>e  filled  in  by  DCI) 


Study  Objective:  To  evaluate  the  response  of  advanced  or  recurrent  endometrial, 
carcinoma.  '  o  oral  protest  j.n.s  In  patients  Xirho  have  received  no  prior  hormonal 
therapy.  To  compare  a  combination  of  jidriamycin,  and  Cyclophosphamide  or 
Adria-mycii'  alone  as  therapy  for  advanced  or  recurrer.t  endometrial  carcinoma 
which  no  longer  responds  to  or  has  failed  to  respond  to  progestins  in  patients 
who  have  received  no  prior  cytotoxic  drugs.  Confirmation  of  the  report  at  37% 
response  rate  of  advanced  or  recurrent  Gndometri.al  carcinoma  to  Adriamycin. 

To chnicaJ.  .Approach:  Patients  must  have  documented  primary  Stage  III,  primary 
Stage  IV  recurrent  or  residual  endometrial  adenocarcinoma,  adenoacanthoma,  or 
adenosquamous  carciuocia.  Those  patients  with  positive  cytology  as  evidence  of 
spread  are  eligible  as  non-neasurable  disease  cases.  Those  patients  with  prior 
hormonal  < 'uirapy  will  be  entered  directly,  ''.’hose  patients  with  no  prir.r  hoi-rional 
therapy  wj  ..1  rt;ceiv*:  L’rovera,  50  mg  t.i.d.  until  progression  of  disease.  Patient.'; 
then  must  'le  off  therapy  for  three  xveeks.  They  xvill  then  be  randomized  to 
Proijres;:  'Ui'ing  F\'  -SO:  Thex'e  have  been  39  entries  to  this  protocol. 


Ni'.nibvr  of  t.i  ) 't:  .stuc’.: t-d  completion  o:  shttiy:  100  per  yea r _ 

SeriousAinc,.'cr:ufted  rhle  effects  i.a  subjects  participeding  in  project:  None  of  note. 


Coiiclusionr :  Ir  i.s  (:on  early  Lhir  cocicl.u.sioos . 


Jhibiic-alicns  or  .Mvstract.s,  FV-.30:  None. 

STTTDY  OBJECTIVE:  C<inf irmation  of  survival  benefits  responders  to  cytotoxic 
drugs. 


TECHNIC.VL  .APPRO.VCU:’  Regim-en  1:  Adriamycin,  60  mg/m^  IV  every  three  weeks 
for  eight  courses  or  F.'gir.en  2;  Ad  i  i-nmycin ,  60  r.^/r,i“  TV  every  tiiree  •..•eeks 
for  eight  courses  p.ias  Cvi  .ophoupharai'Ie,  500  •c.g./v.;''  T  e/ery  La''ee  wiueu.t  fer 
eigiit  cour  -s.  Respotider.s  will  be  follox^ed  ”-p  at  the  completron  of  therapy. 
Patients  wxtb  piogressiou  ’..i.il  be  placed  on  .uiotlier  'rototol. 


Date:  18  SEi^T  80 


Protocol  No: 


Title  of  Project:  Clinical  Evaluation  of  Indium  111  DTPA 


Stahls:  Lnterini  x 


Rnai 


Staihina- Date;  25  JU.N’  /4 


"stimated  Completiou  Date:  indeterminate 


Principal  Investigator:  DOUGLAS  van  nostrakd,  m.d.,  maj,  mc 


Associate  Investigators: 


Facility:  Walter  Reed  Army  Medical  Center 


Asaf  Durakovic,  M.D.,  MAJ,  MG 

Janes  Corley,  MAJ,  MSC  Deot/Svc  mi  ,,  a-  ■  <7 

Nuclear  Medicine  Servic 

Richard  Stot  ler,  MAj  ,  MSC 


Key  \7ords: 


AccmnalaLive  MEDCASE 
Cost:  NOh'E _ 

FY-SO  lilEDCASE  Cost:  nonf 


Accumulative  Contraci 
Cost:  NON'"  _ 


Accumulative  Supply 

Cost;  '.'CNF 


t  Periodic  Kevlew  Results: 
I  (to  be  filled  in  by  DCI) 


Study  Oojective:  xhe  purpose  of  this  study  is  to  evaluate  the  efficacy  and 
safety  of  the  radiopharmaceutical  Indi-jm  111  DTPA  in  the  evaluation  of 
cerebral  spinal  fluid  flow. 


Tccnrucal  Approach:  No  modifications  have  been  made  to  the  original  protocol. 


Progress  during  FY-SO:  During  the  period  of  1  October  1979  through  18 
September  1930,  a  total  of  Id  patients  were  studied. 


Number  of  subjects  to  he  studied  bcfti-e  comoletion  of  shidv;  uo 


Serious/u-te.-epeetc-d  side  effects  in  subjects  paidicip-otLig  in  project; 

^  S  e  "  a  1 1  c  h  o  d  s  h  t 


Conclusior.s:  7.,.  >  a  • 

Ihee  attu..hea  ...n 


^  ^  ^  W  b"  J  7  J 

For  uta  of  tKla  for.-o.  a«o  AR  340-15«  tfio  pra^anooi  a^oAcy  I>  TACCcH* 


Annual  Progress  Report  -  V/ork  Unit  /-ASIA 


'’^Clinical  Investigation 
WRAI-IC 


from  Nuclear  Medicine  Svc.  5  DEC  80 


WRAMC 


CHT  1 

MAJ  Van  Nos t rand /msni/5 1  186 


1.  No  other  conclusions  can  be  obtained  from  the  14  patients  who  have  Ijeen  studied 
to  date. 

2.  It  is  important  to  emphasize  that  the  purpose  of  this  protocol  is  two  fold. 

(a)  A  protocol  must  be  in  effect  in  order  for  Walter  Reed  Army  Medical  Center  to 
obtain  FDA  Phase  111  IND  radiopharmaceuticals,  (b)  The  objective  of  the  Phase  III 
study  is  for  evaluation  of  the  safety  of  the  radiopharmaceutical  Indium  111  DTPA 
as  noted  in  the  Annual  Progress  Report. 

DOUGLAS nostrand,  il.D. 

MAJ,  MC 

C,  NUCLEAR  MED! CINE  SERVICE 


^  -  /J  1  QC  REPLACEJ  00  KORM^J.  RAtCH  IS  OBSOLETE. 

A  •  f  a  1  ? 


For  y«t  of  tKio  form«  •••  AR  tSo  proponont  ej^ney  !•  TAGCEH* 

RCFERCnCC  CR  office  St*.60L 

SUBJECT 

HSHP-XN 

REQUEST  FOR  EXTENSION  OF  PROTOCOL  ,v'45l4 

TO  CLL'.'ICAL  INVESTIGATION  COMM.  FROM  NUCLEAR  MEDICINE  SVC,  SEPT  80 

WRAMC  msm/6n86 

1.  TITLE  OF  PROJECT:  Clinical  Evaluation  of  Indium  ill  DTPA. 

2.  INVESTIGATORS:  Douglas  Van  Nostrand,  M.D,,  MAJ ,  MC 

3.  STATUS:  Tht=  present  protocol  is  subject  to  termination  on  30  September  5980 
since  it  has  been  in  effect  for  three  years.  This  request  is  to  continue  this 
protocol  for  an  additional  extension  of  3  years.  Indium  111  DTPA  is  still  under 
Phase  III  investigation  with  the  Food  and  Drug  Administration.  Presently,  it  is 
still  considered  the  radiopharmaceutical  of  choice  for  studying  the  physiology 

of  cerebrospinal  fluid  flow.  The  progress  report  to  date  is  as  noted  on  appendix 
C.  Only  one  adverse  reaction  has  been  noted  i.  the  last  year.  As  noted,  i ho 
conclusion  was  the  reaction  v;as  not  due  to  the  product, 

4.  IMPACT:  As  previously,  there  is  no  impact  on  any  other  service  or  depart¬ 
ment. 

5.  FUNDING:  There  is  no  requirement  for  funding.  The  radiopharmaceutical 
is  purchased  from  the  Nuclear  Medicine  supply  funds. 


DOUGLAS  Van  NOSTRAND,  M.D, 
MAJ,  MC 

C,  NUCLEA.R  MEDICINE  SERVICE 


I 


;'I0Li3/'JNEXPHCTED  SIDE  EFFECTS  IN  SUBJECI  PARTICIPATING  IN  PROJECT: 

ad-'drse  raacaiar.  wa,-;  reported.  A  meningiti-S  typ''  reactio:-.  I'»  hours  pcst- 
in  a  5  year  old  female  patient  was  noted  by  the  attending  physician, 
injection  was  difficult  with  several  attempts  made  to  place  the  spinal 
■die  intratheca  1  ly.  Subsequent  evaluation  revealed  negative  cultures  of  the 
rebrospinal  fluid.  The  pyrogen  test  (limulus  lysate  0.125  ng/ml  level)  of 
product  was  negative.  Blood  agar  plates  of  the  product  were  negative, 
r  reaction  was  felt  not  to  be  due  to  the  product,  however,  the  specific 
:lology  was  undetermined.  Another  patient  received  a  dose  from  the  same  lot 
■r.wn  at  the  same  time  and  injected  within  30  minutes  of  this  patient.  This 
itter  patient  experienced  no  adverse  reactions. 

-c  results  of  the  14  patients  studied  over  the  above  interim  are  described 
follows: 

a.  8  normal  studies. 

0  '  b •  1  subopt ' ma 1 . 

c.  1  normal  pressure  hydrocephalus, 

d-  3  abnorn,*.!  tracer  distribution  with  blocRage  of  CSF  flow, 
e.  1  commu'  'rat 'g  hy"’!  roccpha  1  ur. .. 
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m 
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1.  The  followinr',  i;  an  interim  progre;,;;  report  for  i  ri  ve  fj  r  j  ga  t  i  on,:  !  dr'jgt  accord¬ 
ing  to  Paiagtapt  /,  AR  40-7. 

2.  IDENTIKICAT (ON  OF  STUDY:  Clinical  Evaluatici  of  indium  )li  OTPA, 

3.  INVESTIGATOR:  Douglas  Van  Nostrand,  M.D.,  MAT,  Mr: 

LOCATION  01  STUDY :  Walter  Reed  Army  Medical  Cenferj  Nuclear  Medicine  Service, 

5 .  NUMBER  01  SUBJECTS  INVOLVf  li 1 4 

6.  NARP.A.TIVE  OF  PROGRESS:  'i  lie  results  of  tt  u  14  pat  mil  s  studied  over  Che  above 
interim  are  described  as  follows: 

a.  8  normal  studies, 

b.  1  subopt  iinal. 

c.  1  normal  pressure  hydroi:cn!>,i  ius . 

d.  3  nbnomial  it.K.er  distribution  with  block.igu  (.sp  {jtw. 

e.  1  communicating  hydrocephalus. 

7.  ADVERSE  REACTIONS:  One  adverse  reaction  was  reported.  A  meningitis  type 
reaction  24  hours  post-injection  in  a  5  year  old  female  patient  was  rioted  by 
the  attending  physician.  The  injection  was  difficult  wi i  ii  several  attempts 
made  to  place  the  spinal  needle  intrathecally.  Subsequent  evaluation  revealed 
negative  cultures  of  the  cerebrospinal  fluid.  The  pyrogen  test  (limulus  lysate 
0.125  ng/ml  level)  of  the  product  was  negative.  Blood  agar  pl.ates  of  the  product 
were  negative.  The  reaction  was  felt  not  to  be  due  to  the  product,  however,  the 
specific  etiology  was  undetermined.  A.nother  patient  reifived  ,i  dose  from  the 
same  lot  drawn  at  the  same  time  and  injected  within  30  minui.es  of  Ihis  patient. 
This  latter  patient  experienced  no  adverse  reactions, 

8-  DISPOSITION  OF  UNUSED  SUPPLIES:  No  supplies  were  u mused. 


Du’-O:  K  SK.r  80 

IProtocol  No;  A521  | 

Stahrs;  luteidm  x 

Title  of  Project: 

Technetium  99m  I’yr  idoxy  T  idenegl  ut.awate 

Final 

(99mTc  PG)  for  diagnosis  of  Hepatobiliary  Disease. 


Stai-tino-Pate:  7  NOV  78 

Principal  Investigator: 


tHstimatad  Completion  Pate:  r;nv 


DOUGLAS  VAM  NOSTRAN'D,  MAJ,  USA,  KC 


Associate  Investigators: 

Asaf  Durakovic,  MAJ,  USA,  MC 


Keywords: 


Facility;  Walter  Reed  Array  Medical  Center' 


Dept/Svc  Nuclear  Hedicivje  Service 


Accnmulative  iVIEDCASE 

FY-80  I.IEDCASS  Cost:  NONE 


Accumulative 

Cose: 


Contraci; 


Arjcurr'-nlatii-i;-  Supply 
Cost:  f'ln-Mi." 


Periodic  Review  Results:, 
(to  be  filled  in  by  DCl) 


Study  Objective;  The  purpose  of  this  study  is  to  evaluate  the  cl.iviical  .efficacy 
of  Tc  99m  PG  as  a  diagnostic  hepatobiliary  and  gallbladder  agent. 


Tecbnical  Approacb:  No  raodifientions  have  been  made  to  the  original  protocol 
in  regard  to  technical  approach. 


Progress  during  FY-SO:  During  the  period  of  1  Oct  79  througlt  3  A  Sep  80,  a 
total  of  28  Tc  PG  studies  were  performed. 


Number  of  subjects  to  ba  studied  before  completion  of  study:  25 _ _ 

Serioiis/ime;q)ected  side  effects  in  subjects  participating  in  project:  adverse 

reactions  have  been  noted  in  any  of  the  above  studies-  • 


Conclusions: 


(See  attached  sheet) 


CON’ -Ib'S  IONS ;  A  total  of  28  Tc  PG  studies  were  performed, 
of  studies  were  as  follows: 


The  distribution 


(11  16  Normal  studies,  (2)  3  studies  with  d?  ruased  liver 

functio:i  and  dilated  ducts,  (3)  1  study  with  non-visualization 
of  the  gallbladder  with  prominent  ducts  [pancreatic  carcinoma 
(4)  7  studies  with  non-visualization  of  the  gallbladder  with 

acute  cholecystitis,  (5)  1  study  with  decreased  liver  function 
and  normal  ducts. 


T 

J  ! 


DCiGhAf.  NOoTRAND,  M.D. 

.'iAJ,  MG 

CHIEF,  NUC’cE.-Jl  MEDICIN’E  SEPViCE 


PROGRESS  REPORT  IN  CONCORDANCE  WITH  PARAGRAPH  7  AR  40-7. 


1.  Study  Title:  Technetium  99n  Pyridoxyiideneglutnmate  (Tc99.i!  PC)  for 

Diagnosis  of  Hepatobiliary  Disease. 

2.  Location  of  Study:  Walter  Reed  Army  Medical  Center 

3.  Number  of  Subleets  Studied:  28 

4.  Progress  Report;  A  total  of  28  patients  have  been  studied  with 

TcPG.  No  adverse  reactions  have  been  noted  ir. 
any  of  the  studies.  The  distribution  of  studies  were  as  follows: 

(1)  16  normal  studies,  (2)  3  studies  with  decreased  I-  r  function 

ar.d  dilated  ducts,  (3)  1  study  with  non-  visualization  it  the  gall¬ 
bladder  with  prominent  ducts  [pancreatic,  carcinoma],  (4)  7  studies 
with  non-v  i -,ua  1  i  zat  ion  of  the  gallbladder  with  acute  cho  i  ecyst  i  t  is  > 

(5)  1  study  with  decreased  liver  function  and  normal  ducts.  This 
informatioi;  was  reported  to  the  IND  holder  who  is  Dr.  Robert  Lull 
at  Lettermaii  Army  Medical  Center. 


Project  Future:  It  is  anticipated 


ae.u  •-  r.  i  or. ' 


will  be  studied  before  the  protocol  is  .-..jinpleted. 

6.  No  unused  suppli.es  of  invastigation?.)  drug  roquii.-e  ..-i  -  ;  nor- ;  t ;  on. 

'  r  J  .J  f 


DCllC-LAS  VV’  MOSTRdN’D,  M  L. 
MAC,  HC 

C,  NUCLEA.R  MEDICINE  SZS.VICZ 


Facility: 

USAMRIID,  Ft  DeCrick 


Dept/Svc 


Accumulative  :i,IEDCAS£ 


FY-SO  MSDCASE  Cost: 


Accumuiativs  Contrn.c-t 
Cost:  None 


Acciunulative  Supply 
Cost:  S500 


Periodic  PiCVlew  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  obtain  data  that  contribute  to  the  determination  of  both 

a  therapeutic  and  a  prophylactic  dosage  of  Botulism  Immune  Plasma  (Hum.an) . 


Technical  Approach;  Administration  of  300  ml  of  Botulism  Imnune  Plasma  (Human) 
Intravenously.  Routine  blood  volume  determination  using  standard  radioisotopic 
technique,  assay  of  sequential  blood  samples  for  the  detection  of  aquire  ;  anti¬ 
bodies  to  botulinal  toxins. 


Progress  during  FY-80:  The  relationship  between  the  quantity  and  titer  of  icimune 
plasma  administered,  the  predicted  recipient  titer  and  the  passively  aquired  titer 
has  been  determined  in  five  human  volunteers. 


Num.ber  of  subiects  to  be  studied  befor-:-  compleMon  of  studv:  _ 

Serious/unercpected  side  effects  in  subi^cts  particioating  in  oroiect; 

•  ‘  None 

Conclusioivs:  lialf-life  values  for  the  neutral  icing  activity  of  infused  SIP 

averaged  21-27  days.  In  4  of  5  volunteers,  the  actual  period  of  "protection' 

equaled  or  e::ccedcd  the  predicted  period  of  "protection",  indicating  the 

fcasihihitv  of  p.aking  such^orcdicrions. 

Fiioucatiorrs  or  ADsfrnefs,  F\-bO: 


or 


o 


runes  ut:.ii2ea.  ri-oU:  None 


undinr  f'.3C'u_rer:;er.ts .  Fi-cl:  Yes 

Personnel :  (name  and  grade)  None 

£auioment :  (describe  in  detail  including  cost)  None 

Supplies :  (consumable,  animal  puredase)  Supplies  for  5  blood  volume" 

determinations 

Travel :  (laission  oriented,  training  and  presentation)  None 

Other:  (equipment  rentals,  contracts  for  service,  animal  care  and 

reprints)  j,;Qno 


Date: 


Pl’otocol  No: 


4523 


Date:  iProtocol  No:  4523 

Status;  Interim  XX 

Title  of  Project.  Determination  of  Glomerular  Filtration  Rate 
Using  Radiotracer  Tecliniques. 

1 

i'inaJ 

Principal  Investigator: 

Associate  Pxvestigators: 

IVL\J  D.  Van  Nostrand,  MC 

COL  J.  Light,  MC 

1 

Facility: 

WRAMC 

Dapt/Svc  Nuclear  Medicine  Service 

KeyV/ords; 

Accximulative  LEDCASC 
Cost:  0 

Accximulattvs  Contract  Accumulative  Supply 

Cost;  0  Cost;  0 

FIT-SO  MSDCiVSS  Cost:  0  Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective; 

Technical  Approach.; 


ProgTess  duriag  FY-80:  study  requires  certain  equipment  as  described  in  the 

protocol.  Funds  to  purchase  this  equipment  are  being  sought,  and  the  project  is  ex¬ 
pected  to  be  activated  upon  their  acquisition. 

I-himber  of  subleots  to  h  >  .";f:ucli3d  before  compIet1.on  of  siaidv: _ 50  -  75 _ 

Surious/ime.-qp.ectc-.I  side  effects  in  subjects  participating  in  project: 


\e 


Conclusio.as: 


Publications  or  Abs 


Fx'-SO: 


Work  Unit  No.  ;4601 


Title  of  Project  :  Participation  in  the  National  Cooperative 
Study  of  Early  Hodgkin's  Disease. 

Investigators  ‘ 

Principal  Investigator  :  George  B.  Hutchison,  M.  D. 

Project  coordinator  at  Harvard  School  of  Public  Health. 

Associate  Investigator  :  Jeffrey  Berenberg,  M.  D.  and  Williani 
Neglia,  M.  D.  at  Walter  Reed  Army  Medical  Center. 

2'-!  associate,  investigators  at  other  collaborating  centers. 

Objectives  :  To  detemine  the  effects  on  survival,  disease  extension, 
and  complications  of  therapy  of  differing  irradiation  volumes  i.n 
treatment  of  early  staged  Hodgkin’s  disease. 

Technical  .Approach  ;  This  c.linical  trial  study  was  randcraised  and 
prospectivr';,  comparing  localized  irraJiat-on  to  clinically  involved 
region  with  extended  f.i.elJ  ii'radiation  to  cliaically  involved  region 
plus  regions  suspected  of  being  sites  of  sub-clinical  disease. 

Progress  and  Result.s  :  Ati  interiia  report  '..av  distributed  August,!  v7r.'. 
Localized  recurrences  have  appeared  in  significantly  greater  fre¬ 
quency  in  patients  receiving  localized  treatment  t  'sn  in  those  given 
extended  field  therapy.  Extensions  to  extra-nodal  sites  on  the  same 
side  of  the  diaphra.ga  as  the  initial  disease  are  also  more  frequent 
with  locali.,cd  tre.  imerit,  hut  the  e,<uess  is  smal  .t:r,  a;.d  tranedia- 
phragmatic  extensi'.ns  are  only  slightly  reduced  by  extended  field 
therapy.  There  is  no  significant  survival  difference  between  the 
two  therapy  groups,  for  the  total  collabov.ation,  and  for  the  Waiter 
Reed  series  there  is  a  non-significant  reducti  'n  mortality  in 
the  group  gzvoa  lot.alized  " i, e vapy .  _ 

Entry  cf  patients  into  this  study  v/as  terminated  in  1971  at  iia^tor 
Reed  and  in  1975  for  the  entire  collaboration.  At  a  meeting  of  all 
participating  institutions  h.eld  in  Chicago,  July,  1976,  it  was  decided 
th.nt  follow-up  of  10  years  or  more  might  be  needed  to  conclude  t:'e 
study.  The  sur-vival  of  botli  groups  is  substantiaily  better  timn 
projected  in  1967,  at  the  outset  of  the  study  and  based  on  reports 
available  at  that  time. 

Conclusions  ;  To  date,  corqtai-ison  of  localized  fields  with  extended 
fields  of  t'.israpy  of  early  Hodgkin’s  disease  has  not  shown  a  clear 
superiority  of  either  technique  within  11  years  of  follow-up.  Tr.e 
study  suggests  that  extensions  following  extended  field  therapy  may 
routinely  carry  a  poor  progno.sis  but  tlint  local  extensions  following 
local  field  thedapy  may  be  followed  by  euro  in  a  substantial  propor¬ 
tion  of  ca'-''S. 


O 


Publications  : 

1.  Hutchison,  G.  B.  Progress  report.  Hodgkin's  Clinicd  Trial,  1 

•National  Cancer  Institute  Monograph  Ho.  56  ;  .  IP?.-,  .• 

2.  Nicl.son,  J.  J.  and  Hutchison,  G.  B.  Hodgkin's  disea'c  clinical 
trial.  Sixtii  National  Cancer  Conf.  I’roc.  1968.  Pages  77-81. 
Lippincott  Philadelphia.  1970. 

3.  Nickson,  J.  J.  and  Hutchison,  G.  B.  Extension  of  disease, 

complications  of  therapy,  and  deaths  in  'ocaliced  Hodgkin's  disease 
preliminary  report  of  a  clinical  trial.  .Vn.  J.  Poentg.,  Rad.  Th., 
Nuc.  Med.  114:564-573.  1972. 

4.  A  collaborative  study.  Report  prepared  by  Hutchison,  G.  B,  on 

behalf  of  Steering  Committee.  Survival  and  complications  of  radio¬ 
therapy  following  involved  and  extended  field  therapy  of  Hodg’xin's 
disease,  stages  1  and  2.  Cancer  38:  2S8-30.S.  1976. 

Funding  requirements  : 

Estimated  January  to  December,  1350 

T-aavel  :  $1,200 


Date;  27  O.t  SO 


Title  ot  Project; 


1  •  ..I  ^  ^  .  f  ^  f 

IxxowOcOl  '  ■- 


Eye  TracV;i.ng  in  Radiologiscs 


7)at3:  Kstin’.i'.tecl  Coinaletioii  Date 


PrL-iCipal  Investigator:  sherry  L.  Brahman,  MD,  LTC,  MC 


Associate  Investigators: 


Facility:  Walter  Reed  General  Hospital 


Dept/Svc  Radiology/Diagnos 


Key  \v  ords 


Accumulative  jMEDCASE 
Cost: _ 


FY-SO  IvLEDCASE  Cos 


Smely  Objective: 


Acoum'Jlative  Contract 
Cost: 


Accumulative  Supply 


t: 

Peidodic  Reviasy  Results 

(to  be  filled  in  by  DCI; 

No  work  on  thi's  protocol  to  date. 

Project  awaits  decision  concerning  funding  for  equipment 
which  may  bo  procured  in  80-81. 


Funding  requlremc‘’ts:  ActunT  requirements  for  PY-Sl  'in  a?:  r;ccisi.',n  concernirif’' 

funding  fo  •  necessary  oquiprueut  roinam.s  outstanding. 


Sits  visit  r.r.s  pc''Co'.''mfed  by  pri-nci-poi,  inve- tiq-ntor-  Funds 
to  be  pt-ovicfd  bv  the; 'Ciilor,'  :J-'.pt.  iladiclcry.  r.u  ; 

itat er ia 3. i z ed  dvic  to  ciaiAy  budge o  Constrain cs ,  Tne  principal 
investigator  is  separatii'S  froni  service  1  October  1380.  •  T.bi.- 
protocol  and  furtltcr  work  lie  in  the  hands  cf  Ch^.ef  ^  Jlept^ 
Radiology.  yy  ^ 

David  J.  j<furtis,  LTO, 
^0  Septe.Tibcr  I9b0 


J 


D3SPOS3TiIO?^  POm^ 

Po#  u»«  of  tKio  too  AR  340*1S«  tHo  ^ropo^'ofit  09«oey  i*  TAOCEN* 


THRU:  C,  Dept  of  RadiolcJg^,'  FRC'^  Robert  Golden,  M.3. 
Thru:  C,  Dia;»nostic  Svc^'K  Physicist 


10  Oct  1980 


CMT  1 


TO:  C,  Dept  of  Clinical  Investigation,  WRAMC 

Timothy  M.  Boehm,  LTC,  MC 


•  I.  Attached  is  detail  summary  sheet  (Appendix  C)  for  protocol  No.  47C1  and  a 

•  final  report  prepared  for  publicntion  entitled  "Patient  Exposure  Estimates  using  a 
!  Chest  Phantom." 

Robert  Golden,  M.  S. 

Physicist 

Diagnostic  Radiology  Sve 
Department  of  Radiology 


i 

j 


I 


DA  v;r.  2496 


r  :o 


Protocol  No;  4701 


Date:  9  Oct  19S2 


Status:  Interim 


Title  of  Project,  comparison  of  Test  Chest  with  Hu-man  .Subjects 
Radiographic  Chest  units. 

Final  XX 

on 

Startiiig  Dater^  ^  Estimated  Comuletion  Date:  ^ 

Oct  "i()8o  ■ 

Prijacipal Investigator:  Robert  Golden,  M.  S. 

- 1 - - - 

Associate  Investigators: 

E.  Thomas  Pulaski,  M.  0. 
Priscilla  F.  Butler,  M.  S. 
(Bureau  of  Radiological  Health) 


Facility: 


WRAMC 


Dept/Svc  Diagnostic  Radiology  Svc. 


Key  Words,  exposure,  humanoid  phantom.  Automatic  exposure  control 


Accumulative  MSDCASS 
Cost:  None 

Accumulative  Contract 
Cost: 

Accumulative  Supply 
Cost:  Norie 

FY-SO  jViEDCASF  Cost: 

None  1 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

■Study  Objective:  Co  determine  whether  humanoid  phantoms  are  reasonably  analogous 
to  human  patients  in  terms  of  performance  of  automatic  exposure  controls  of 
dedicated  'hest  x-ray  units. 


i 


i 


Technical.  A DDrOAcb.:  Measure  for  routitie  patic  -.i,  cb-^st  f-r.pf'S'.'.re.c ,  the 
exposure,  KVP,  milliamperes  and  time  oi  exposure  and  corapare  to  corresponding 
data  for  iiumanoid  phantoms.  Compare  patient  exposure  data  to  humanoid 
phantom  data,  considering  sex,  weight,  and  patient  thickness. 


Progress  duilug  FY-80: 

Please  see  attached  report. 


Number  o:  subjects  to  be  studiec  becore  coc.oletloQ  of  shtdy:  26 _ , 

Serious/une.xpected  side  effects  in  subjects  participating  in  project: 

None 

Conclusions.  Hu-,anoici  phantoms  are  reasonable  patient  analogs  in  terms  of  their 
AEG  performance  on  one  x-ray  unit  for  a  single  technique  for  a  small  patient 
population. 

Ihibhcations  or  Abstracts,  FY-SO: 

To  be  submitted  to  Health  Physics 'Journal  for  Pulication. 


Date:  27  Crt  80 
Title  of  Pi'oject: 


Protocol  Ko:  47o2 

Status :(  Inter iui  ; 

l-'ia;il 

Video  Transmi ssion.  Storage  of  Diagnostic  Evaluation 


Startias:  Date: 


Estimated  Comoletion  Date; 


Principal  Investigator:  sherry  L.  Brahman,  MD,  LTC,  MC 


Associate  Investigators: 

E.  Thomas  Pulaski,  MD,  LTC,  MC 
David  J.  Curtis,  MD,  (USUHS) 


Facility:  Walter  Reed  Genera;  Hospital 


Dept/ovc  Radiology/Diagnosi; 


Key  Vv  ords: 


Accnmulative  FLEDCASIo 
Cost; 


AccuinulaMve  Contract 
Cost: 


FY-SO  FIEDCASF  Cost: 


Accumulative  Supply 
Cost: 


Periodic  Re’daw  Results; 
(to  be  filled  in  by  DCI) 


Study  Objective; 


Terminate  this  study.  Equipment  will  not  be  procured. 


The  Microicse  ra 
on  the  property 
tine.  Funds  for 
the  fate  of  the 
Kraiioloa;/.  The 
1  October  19i30. 


diographic  machine  require!  for  this  project  is 
bocks  of  vvftrt.;-.lC ,  but  is  not  serviceable  at  this 
refurbishment  of  tire  Micro! ose  are  in  doubt  and 
project  lies  in  the  hands  of  the  Chief,  Dept, 
principle  investigator  is  separating  from  service 


20  October  I'iSO 


Protocol  No: 


60.13 


Aspects  of  Newborn  Neutrophil  Chemotaxis 


[Status: 

Final 

Starting  Date:  -0  June  77  [Estimated  Completioa  Date:  20  June  8C 

Principal  Investigator:  Paul  J.  Thomas,  MD,  LTC,  MC 


Associate  Investigators: 

Frederick  B.  Ruyniann.tffi ,  COL,  MC 
Doris  Burges.s 


Facility: 


Dept/Svc 


Key  V/ords:  Newborn  neutrophil,  chemotaxis 


Accumulativo  JMEDCASJE 
Cost: _ _ 

FY-SO  MEDCA&E  Cost; 


Accumulative  Contract 
Cost:  _ 


Accumulative  Supply 
Cost; 


Periodic  Review  Ras’alts 
v;o  be  filled  in  by  DCi) 


Study  Objsrtrve:  Confirm  and  characterise  the  cellular  cheir.otactic  defect  of 
the  newbor^  aeul',j.ophi  1  and  to  correlate  this  oorcase  vit’i  gestc-tronal  age. 


“jl 

Technical -A.pproacli;  Modified  Cr  iebellod  icutrophil  chemotaxis  assay  using 
Soyden  chap'hers  comparing  cord  clood  reutropi'ils  to  normal  adult  vclun.teer 
neutrophil.s .  Preliminary  studies  on  the  effect  of  chemotai-cis  cf  certain  drugs 
such  as  vinblastin  and  the  effect  of  concentration  of  the  neutrophils  on  chemotaxi.s 
also  done  'u in;;. 'jame  techni  .-ue. 


r 


Progress  during  FY-SO:  Due  to  difficulties  in  obtaining  cord  blood  neutrophils, 
only  2  newbones  were  studied  on  this  protocol.  Because  of  the  slow  accrual  and 
because  of  the  In.gher  priority  of  other  studja.s  on  the  newborn  neutrophil,  thi.s 

study  has  been  closed. _ _ _ _ _ 

Number  of  subiects  to  bs  studied  before  comoletioa  of  study:  Projected  :  100,  Actual:  5: 

Ssrious/unexpected  side  effects  in  subjects  participating  in  project:  NONE 


Conclusions:  Decreased  newborn  neutrophil  chemotaxis  has  been  confirmed  as 
statistically  significant.  The  correlation  with  gestational  age  has  yielded  no 
statistical  differences  noted.  The  conclusions  have  been  published  in  the  follcwiri 

Publications  or  Abstracts.  FY-80: 

Mease,  A.D.,  Fischer,  C.U'.,  hunter,  K  and  duvmann,  F  ?> ;  Decr-'aied 


Mg 

;  hy  t  c  ’  .''rug.; lut  i  n  Ln  -  incMecid  agp.’--;  .e.t  io  • 
human  newborn  neutrophils.  P<.:di,itr  P.es 


■  ■  1  .inu-:  eu  ■  ■ 
■lAu  (1930,. 


FUNDIIIG  REPORT 

CLII^ICAL  INVESTIGATION  PROGR. 


Work  Unit  No»:  6018 

Funds  Utilized.  FY-8Q:  $2000 
Funding  Reouirenents.  FY-81:  hone 
Personnel:  none 

Souinaent:  none 


2.  Title  of  Project:  Trie  Role  of  I/eutinlztiig  HorTxne  Releasing 

Hormone  in  E'/aluation  of  the  Hypo- 

halarlG  Pituitaiy  Gonadal  A:<is  in  Children 

3.  Principal  Investi^tor:  ETC  Cnandra  M.  MC 

Objective;  To  develop  a  test  for  assessing  lOT=otha.lajno-hypophyseaJ,^ 
gonadal  axis  in  cliildren  which  can  be  used  on  an  out¬ 
patient  basis . 

j.  Progress  and  Results;  57  children  were  studied;  of  these  h  can  not  be  included 
in  the  protocol  Le'Oeuse  these  leceivo  only  one  liyection  of  LHRH  (the  protocol  re- 
ouires  3  injection  to  be  given  to  each  child),  the  gonadotropin  results  on  six 
children  are  not  available  yet.  Ttve  concli^sions  ’oased  ig>ori  the  anarysi.?  of  '’7 
clii'iren  are  as.  lollows. 

A.  Girls  with  prccocio'X"  p'-^herty  can  be  aifferentiate"!  from  those  'i'dth 
p.-er.ature  adronarche . 

B.  Tno  pool  sei'Ci',''  ivrd  serorti  ItSH  •/alue  -irectiy  o.a'’re luted  v-t.th 
the  .'tsan  and  the  peak  serum  LH  ana  ?3H  xoalue.  Unis  suggests  that 
for  TOst  clin-lcal*  purposes  analysis  of  the  gonadotropin  in  one  serum 
rorple  may  be  su.rr.icleat ,  Tliis  would  •o-duce  the  cost. 

C.  C  Aiacotrepin  response  to  LKRI-f  is  different  in  children  with  jiaii QTjancy 
treated  '.vith  chemotherapy  arrd/or  radia.cion.  Th’us  the  LKFH  test  can 

be  used  to  detect  suntle  derangement  of  hypothalamo-h:/poph,y.seal-gonadal. 


5,  Fronds  repuested  for  Pi  1981: 

Paper  crhlication 
Trar’el  for  presentation 
of  paper 


$200.00 

600.00 

ScOO.GO 


Publication;  Three  abstracts  p-ublished 


Type  of  report  -  Final 


D3SP0S3T20JS  FO?23^1 

Fo#  of  tKIt  forffw  too  AR  340-l5«  tho  proponont  og«ney  lo  TACCEH* 


_:-iRU:  C,  Dept  of  Peds/J'  /  c,  peds  Endoc.  Section  2  Feb.  1981  ’ 

TO:  C,  Clinical  Investigation 

1.  According  to  the  protocol  each  cliild  receives  3  injections  of  LHRH.  Each  of  the 
four  children  received  only  one  injection  (non  corrpliance)  therefore,  they  are  not 
Included. 

2.  Vfe  did  not  observe  any  ill  effects  in  any  subjects  due  to  participation  in  the 
studj'  specifically  liiRH  injection  did  not  produce  any  observable  ill  effects. 


( _ _ ^  ^ 


CHAMJFA  M.  TTv-ZAnY,  ?l.D. 

nrc,  M 

Chief,  Pediatric  Endoc.  Section 


OA  -.:.  2495 


Dnte: 


20  Occ  SO 


I  Protocol  Nci 


IM-IT 
*  ^  J 


Title  of  Project;  Newborn  Host  Defenses  II:  StnO.ics  of 
Newborn  Neuroobrl  Mer.brane  Using  Lectins  as  Mofecular 


the 

Prob 


otatuo; 


Interim 


Staxtia^  Date:  January  78 _  Isstimated  Comuletioa  Date:  June  Si 


Principal  Investigator:  Paul  J.  Thomas, 

MD,  LTC,  MC 

Associate  Investigators: 

Gerald  W.  Fischer,  MD,  LTC,  MC 

Facility: 

Frederick  B.  Ruymann,  MD,  COL,  MC 
Doris  Burgess 

Dept/Svc 

. 

Keywords:  Newborn  noiitrophil,  r.europhil  aggregation 


Accumulative  I.IEDCASE 
Cost: _ 

FY-SO  MEDCASE  Cos~ 


Accumulative  Contract 
Cost:  _ _ 


Accumulative  Supply 
Cost: 


Periodic  Revievr  Ptesuits: 
(to  be  filled  ixi.  by  DCI) 


Study  Objective;  stv 'y  of  dirfnViurces  b  ■  tween  adult  and  newborn  neu t roph is 
in  ability  co  form  aggregates  ia  response  to  plant  lectins,  C5a,  and  Zymosan 
activated  serum. 


Technical  Approach:  Using  a  standard  platelet  aggregorrieter ,  study  of 
aggregation  of  cord^''!  ■  d  nenl.vphils  and  .r.du'.t  ncut.r.'.nhi  r.  a‘:  a  star.divd 
concentration  (5XiO  cel  i.s/rii  L)vtoiug  phytohcmagglutinin  (P!  ■.) ,  '■-c-iumn  puriried 
C5a,  and  zymosan  activated  serum  (ZAS).  The  effect  of  vinblastin  and 
cytochalasin  B  on  aggregation  of  both  adult  and  newborn  rautrophils  were 
also  studied . 

Pro'^ess  curLco- iTT-ilO;  Only  2  newborns  were  scidied  w.  lo  ^ack  cor 

blood  available  for  study. 


Number  of  subiects  to  be  studied  before  completion  of  study:  Projected:  100,  Actual:  ; 
Serious/unexpected  side  effects  in  subjects  parti cipal  mg  in  project:  L’ONE 


Conclusions:  Newborns  have  statistically  poorer  aggregation  or  neutropnils' 

in  response"  to  PHA,  C5a,  and  ZAS.  The  addition  of  vinblastin  decreased  the 
adult  aggregation  but  did  not  significantly  change  the  newborn  aggregation.  The 
addition  of  cytochalasin  B  resulted  in  the  disappearance  of  the  normal  adult 
neutrophil  aggregation  -■  deaggregation  but  did  not  significantly  affect  the  newborn 
aggregation.  Further  study  is  warranted  in  working  at  the  effect  of  concentration 
of  C5a  or  Z.AS  on  the  aggregation  since  other  invest  igr.tor  ,s  ::ave  reported  diifereni. 
newborn  aggregation  p'roblems  with  differing  concent  re  t  .or,-.  . 


(Con’c)  #60?.:^ 


Piibiicationt  or  Abstracts,  ry-80; 

Mease  AD,  Fischer  CW,  Hunter  KW,  Ruynianu  FB;  Decreased  pay i nii 
induced  aggreation  and  C5a-ind 'ced  cherrjl  ax 5  r;  of  inj  iiari  ru 

neutrophllo .  Frdiatr  Res  14:142-146  (1960). 

Mease  AD,  Burgess  DP,  Tiidraas  PJ ;  Diffct  ances  between  iicoaaLa'J.  and 
adult  complement-induced  neutrophil  aggrtgation  and  cellular 
augmentation  of  iieutrophil  chemotaxis .  pediatr  Res  14:349 
(abstract  v740),  (1950).  -  Presented  at  the  19H0  AP5'-5?R.  iieeiiiig, 

San  Antonio,  Texas,  2  May  1980. 

.0  A.j,  .'uige.-.s  Thomas  IT:  .Cecr..';:-.' d ,  i  e)'e',  ces  c'.;-;  1  • 

induced  neutrophil  c/ggregation  and  cell-.'.'  .r,  av'.gu-.ent.ai  i.on.  of  ■..f-utvri),h'l  1 
chor.otaxis  ,  (Submitted  for  pul  l  i  caciot  j 
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•?2000 

Fun  din  2:  Recuire 
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Eauinnent: 
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SuDolies: 

$500 

Travel : 
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Date:  20  October  i.9S0  llbrotocol  No:  6024 

Status:  Jutcri'.n 

Title  of  Project;  Neuborn  Host  Defenses  III:  Phagocytosis 
.Killing  of  Group  3  Streptococci 

Starting  Date:  24  January  78  lEstirnated  CoiuDletion  Date:  1 

Principal Invesfcigaior:  Paul  J.  Thomas,  MD,  LTC,  MC 

14  January  81 

Associate  Investigators: 

Gerald  W.  Fischer,  MD,  LTC,  MC 

George  Lowell 

Frederick  B.  Ruynann,  MD,  COL,  MC 
James  V.’.  Bass,  MD,  COL,  MC 

Facility: 

Dept/Svc 

Keywords:  Mr->;born  neutrophil,  group 

15  streptocc; i 

Accumulative  r.ISJDCASE 
Cost: 


Accumulan.'/e  Coatra.C't 
Cost: 


FY-SO  MEDCASE  Cost: 


Accumulative  Supply 
Cost: 


PeriocUc  Review  Results: 
(to  be  filled  in  by  D  Cl) 


Study  Objecrbl/e:  study  phagocytosis  aad  killing  of  group  15  st.reptocci 
newborn  neutrophils. 


I 

i 

! 


•TGchnical  Approacb:  Assay  for  3  ctrainr.  of  gro-:-  s • -optocc :ci  .  .-in?  .'-.trepl  onr 
specific  anti  'screptoccal  antibo'  y,  coiv.p.l.cr.icnt,  and  aCulC  neutrophils  been 
established  reported.  Adult  and  newborn  (cord  )  neutrophils  cc'.npared  using 

this  assay-.  --  •-  ■  --  -  ■  -  •  . -  - 


Progress  during  FY-SO:  I'o  ne-w  nsvborn.s  h.-ive  been  studied  because  of  the  low 
accural  of  nev/born  cord  blood  samples  for  all  studies. 


lumber  ot  sublects  to  be  studied  oefora  co.melarion  of  study:  Projec 
Serious/unexpected  side  effects  in  subjects  participating  in  project: 


-d: 


Actual;  5 


Conclusions:  I’one  as  yet,  Recosimer.d  trying  to  conplete  study  by  24  .January  ol. 


Publications  or  Abstracts.  FY-80: 


None. 
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$500 
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}  iXtle:  ^;ole  oi  surface  tension  neasur’ement  of  airmotic  fluid  lipxd  extract 
in  Prediction  of  RDS  in  the  newborn. 

)  Investigators: 

Principal;  Cnandra  M.  Hvraryj  M.D.,  LTC,  MC. 

Associates:  Jares  Haddock,  M.D.,  LTC,  I-’C 
Dale  Landes,  M.D.,  LTC,  MC 
Doris  Burgess 

)  Starting  crate ;  IVie  apparatus  vras  not  available  till  Jrne  1D73  '-nr3.  then  the 
vestigation  s  started. 

)  Estirated  date  of  completion  Decerrber  1981 

)  Cbjectivs;  To  measure  surface  tension  of  a'iniotj.o  fluid  lipid  extract  prior  to 
i  durdrg  labor,  and  to  cor’i.’elate  It.  vdth  the  subsequent  development  of  PL3  in  nawborri 

)  K.ey  words:  Morn 

)  Technical  ■  ;KH\)aGh;  Is’c  changes 

)  Progress  an. I  H:-';sults:  Vfe  have  rd;udiec  cha  a-  rdoudi  iluid  fromi  h'i  patients.  The 
suits  show  that  a  ixigti  surface  tension  of  the  amniotlc  fluid  lipid  e>iract  predicts 
)  the  development  of  RDS  .in  the  nev;bom  or  (b)  cm  unusual  c.oirros  m  the  ij;r,'e(i!.a.te 
..•’oorr.  period  r  ..qa::.r'.ing  observation  in  the  special  care  nursery.  The  analysis  of  the 
tients  studied  so  far  is  ^ven  in  the  attached  abstract. 

)  .  Conclttsicn..  to  .•/oui.d  liice  to  coiifinn  our.  cL'-ta  by  amalj’sing  mere  patients  (we  .had 
iy  one  child  vdidn  RiiS);  appro jd-vate  number  v/ouIcj  be  300. 

)  !Io  ccroleca.ticn  cr  side. effect  cccured  during:  the  study.  ■ 


.ce  co.nfe/er.'.'o  is  enc.''.csed. 

Che!ni<cal  s  and  supplieds 

$300.00 

Papers  p'.ihlica.tion  etc 

200.00 

Travel 

600. GO 

TOTAL 

$1,100.00 

Surface  Tension  of  Amniotic  Fluid  Lipid  Extract  as  a  Predictor 
of  Immediate  Neonatal  Course 

Chandra  M.  Tivary,  D.  Landas  and  James  B.  Haddock  with  the 
technical  assistance  of  D.  Burgess.  Department  of  Pediatrics 
Obstetrics  and  Gynecology,  V.'alter  Reed  Army  Medical  Center, 
Washington,  D.  C.  20012  and  Uniformed  Services  University  of 
the  Health  Sciences,  Bethesda,  Maryland, 

Surface  Tension  (ST)  of  Amniotic  Fluid  (AF)  lipid  extract  corre¬ 
lates  with  the  AF  L/S  ratio  and  predicts  the  fetal  pulmonic 
maturity.  We  measured  the  ST  in  AF  to  predict  the  development 
of  RDS  in  the  neonate.  Serendipitously  we  observed  that  a  high 
ST  was  associated  with  a  variety  of  complications  (other  than 
RDS)  during  the  imjnediate  neonatal  period.  We  report  the  value 
of  ST  measurement  in  AF. 

Amniotic  fluid  was  collected  during  the  24  hours  period  of  delivery 
and  was  frozen  at  -70*  C  till  analyzed,  A  chloroform  raethanc, 
lipid  extract  was  made  of  the  AF  and  ST  lowering  property  of 
the  lipid  extract  was  measured  in  an  autotensiometer  (Fisher  Lab), 
The  minimum  amount  of  the  lipid  extract  (in  microliters)  required 
to  maximally  lower  the  ST  (dynes/cm)  was  recorded.  These  two 
values  were  added.  This  figure  (the  ST  sum)  was  analyzed  relative 
to  clinical  condition  of  the  baby. 

We  studied  42  AF  from  42  mothers,  27  delivered  vaginally,  13  by 
Cesarean  Section  and  2  by  forceps.  The  pregnancy  was  normal  in 
33  and  complicated  in  9  (pre  eclamptic  toxemia  -  3,  Diabetes 
Mellitus  -  2,  hypertension  -  2,  and  one  each  with  anemia,  appendi¬ 
citis).  Twenty  eight  babies  had  a  normal  course,  14  had  a  compli- 
cation(s)  (Rh  disease  -  4,  hypoglycemia  -  3,  meconium  staining  -3, 
ABO  incompatability  -  2,  multiple  congenital  anomalies  -  1,  RDS  -1) 
Thirty  six  babies  were  2,500  gm  or  over  and  6  were  less  than  2,500 
gm,(3  were  premature,  less  than  37  weeks  gestation). 

The  ST  sum  was  45  or  less  in  23  babies  and  all  but  three  (hypo¬ 
glycemia  -  1,  m.econium  staining  -  1,  ABO  incompatability  -  1) 
had  a  normal  course,  in  14  babies  the  ST  sum  was  •  >  45  and  all  but 
3  had  an  abnormal  course  requiring  close  observation  and/or  treat¬ 
ment  (RDS I-  multiple  congenital  anomalies  -  1  meconium  staining 
2,  Rh  disease,  multiple  exchange  transfusion  -  4,  sepsis  and/or 
hypoglycemia  -  2,  AEO  incompatability  -  1).  The  Apgar  score  was 
normal  (  <5  at  1  min  &  5  min)  in  all  except  3  babies  in  the 
group  with  ST  sum  of  >45,  and  it  was  abnormal  in  one  baby  in  the 
<  45  ST  sum' group. 

To  determine  the  effect  of  prematurity  on  the  surface  tension  we 
selected  babies  with  gestational  age  of  37  weeks  or  less,  or  birth 
weight  of  2,500  gm  or  less,  in  three  babies  the  ST  sum  was  less 
than  45  and  in  8  it  was  greater  than  45.  Significantly,  the  high¬ 
est  ST  sum  of  87  was  in  a  2,769  gm,  37  weeks  gestation  and  the 
lowest  value  of  31  was  also  in  a  2,765  gm,  38  weeks  gestation  baby. 


Conclusion ; 

1.  A  ST  sum  of  more  than  45  -  particularly  if  it  is  more 
than  50  -  predicts  an  abnormal  course  in  the  immediate 
neonatal  period  requiring  dose  observation  and  inter¬ 
vention  . 

2.  A  ST  sum  of  less  than  45  -  especially  if  it  is  less 
than  40-is  associated  with  an  uncomplicated  neonatal 
course. 

3.  Maternal  conditions  such  as  anemia,  hypertension, 
pre  eclampsia  do  not  effect  the  ST. 

4.  rhe  ST  ir.  effected  by  factors  other  tha.n  low  birth 
weight  or  gestational  age. 

Speculation: 

A  raised  ST  sum  signifies  pulmonic  immaturity  which  may  be 
associated  with  iramaturity  of  the  other  organs.  This  may  explain 
the  increased  number  of  babies  with  noripulmonic  complications 
in  the  hi  'h  ST  sum  group. 


(a)  '.'fork  Unit  'lumber;  c026 

'b)  Title:  Tracheal  Aspirate  surface  tension  as  a  progacstic  iniicator  in 
infants  vri.th  Respiratory  Distress  Syndrome  (RDS) 


(c)  Investigacors : 


Principal:  ChaiiGra  M.  Tiv/ary,  M.D.,  LTC,  HC 
Associates:  Richard  D.  Landes,  M.D, ,  LTC,  iiC 

Doris  ?.  Burgess,  Medical  Teclnnologist 


(d)  Scarti-ng  date:  September  1S79 

(e)  Estimated  date  of  completion:  J'une  19S2 

(f)  Objective;  To  measure  the  surface  tension  of  tne  _ipia  e;'d:raot  cf  trac-iael 
aspirace  at  vario’us  periods  and  to  use  this  data  in  evaluating  the  prognosis  of 
r.ev.bom  v.lcn  respiratory  distress  syndrome  (RDS). 

(g)  Key  Vfords:  'lone 

(h)  Technical  approach:  No  modifications 

(i)  Progress  and  results:  We  analysed  52  tradnael  aspirate  samples  from  six 
babies.  All  these  babies  were  intubated  aid  had  PffiS.  As  the  ST  of  the  trachael 
aspirate  decreased  the  respirator^’’  status  improved.  In  some  cases  the  babies 
developed  coher  ccmplicaticris  ie, bleeding  episodes,  seizure  disorder,  rerial 
failure  or  intestinal  obstruction  or  heart  fail'ure  etc  and  died.  Respiratory 
stat’us  occasionally  during  the  complication  one  but  usually  it  remained  ’unchanged 
Cr.ce  the  ST  decreased,  io  did  not  rise  again  except  transiently  in  a  fe’.v  samples. 

(.j )  Gcnclusicn:- :  Tne  prelirndnary  data  are  very  enco'uraging  with  respect  to 
crediooicn  i.n  the  improvement  cf  respiratory  stat’us  of  int’utatsd  babies.  We 
need  to  study  more  babies  (about  30)  to  confirm  the  preliminary  res'ults. 


■une;peoted  or  seric’us  si: 


;ct3  in  s-iojects  participar-mg  in  o.nis  st’uc 


(1)  Publications: 


rf  cl:  Chemical  and  supplies 
Paper  Publication 

Total 


$500. ’00 
120.00 
600.00 
$1,220.00 


Date:  -0  Occober  iv60 


IVntocol  No;  ot;27 


Date:  -0  October  iv60  llVotocol  No:  o027 

St.atus;  .XI'dSijifiti 

Title  of  Project;  V.’?..AMC  :V78CS  -  Combined  Modality 

,.-_.'apy  of  Srain  Tumors  in  Childhood 

Final 

Stra-ting  Dais;  26  September  78  Estimated  Cocnaletion  Date; 

October  1930 

Principal  Investigator:  Frederick  B.  Ruymann,  MD,  COL,  MC  • 

1 

Associate  Investigators:  Facility: 


.•aul  J.  Thomas,  MD,  LTC,  HC  - 

Dept/Svc 


xvejr  Words.  Bj-ain  tumor,  high  dose  Methotrexate 


AccumulaJive  IVIEDCASE 

Cost: 

Accumulative  Contract 
Cost; 

Accumulative  Supply 
Cost: 

FY-80  MEDCASlE  Cost: 

Periodic  Review  Results; 

I 

(to  bo  filled  in  by  DCI) 

■Study  Objective.  To  .IcCermiue  if  the  addition  of  chemotherapy  with  dexamethasone , 
vincristine,  high  dose  methotrexate,  VP-16,  CCNU,  and  procarbazine  following  surgery 
and  radiation  ’■^ill  increase  survival,  time/quality  of  life  in  children  with  brain 
t  ur.or  s . 


Teclmical  Approach;  Strat  i. f Jc'’i  ioa  into  high  star -.’ar  '  rish 
induction  phase  folJuwcd  by  uou  ■  .'aixd.i-aiize'i  laaiuteuancfc;. 


'■’I'zh  non-randemi  zori 


Progress  during  IT: -SO:  t.'o  additional  patients  have  accrual.  High  dose 
r.ethrotrexate  is  no  longer  available  through  the  NCI. 


Number  of  gubiacts  to  be  studied  t>efore  cornDl!~! tioa  of  stirdy:  n roiectgd:24,  Actual:  3 
•Ssrious/unexpected  side  effects  in  subjects  pacLicipating  in  project:  None 


Conclusions:  2/3  patients  have  expired  because  of  tumor  recurrence.  There  are 
r’Ot  enough  patients  to  evaluate  effectiveness.  Recommend  closing  this  study 
because  of  unavailability  of  high  dose  methrotrexate , 

Publications  or  Abstracts.  FY-SO:  None . 


1.  VforkUnitM.:  6028 


2. 


Title  of  Project:  Application  of  'Pn_  A^C  as  an  inoccator  of  juvenile  d-  ioetes 
control . 


I 


3.  Investigations:  Chandra  M.  Tiv/ary,  LTC,  MC 

R.  Bongiovanni,  CPT,  MC 

Objective:  To  deterrine  if  rneasureinent  of  Hb,  Aj_C  is  an  efi'sctive  means  of  assessi 
diabetic  control  and  to  aetennine  the  optirai  tire  for  its  measurement 
To  determine  if  the  H3  A^C  in  obese  children  correlatei'^th  the  insiuU 
level. 


5 .  PTOgress  and  Results :  V;e  analysed 
of  the  children  had  analysis  performed 
data  v:e  conclude  that 


Hb.  AyC  approximately  20  children,  iTicst 
more  than  once.  Prom  the  analysis  of  the 


A.  Hb,  AiC  measurement  is  a  good  indicator  of  the  degree  of  diabetic 
control  during  the  previous  2-^  v:eekB. 

B.  The  chan^  in  Hb,  AiC  is  rapid  iri  newly  diagnosed  diabetic  as  opposed 
to  those  viTith  diabetes  of  long  diuration,  Ln  dew  diabetic  the  fall  in 
Hb.  AjC  can  be  monitored  every  week  while  in  others  the  change  is  app¬ 
arent  in  3  weeks. 


Conclusic.n:  We  suggest  that  in  children  with  established  diafc^ 
Hb.  AyC  should  be  measured  at  3-4  v;eeks  interval  to  assess  the 
control .  Hb_  :  is  in  normal  range  in  obese  patients  and  is  no' 
insulin  level. 


'tes  meliitus,  the 
degree  of  diabetic 
i  related  to  serum 


Hunds  utilised  in  FY  19S0 
Funds  requested  in  FY  1931 
Paper’  publication 
Travel  to  meeting 


$1,472.00 

$200.00 

600.00 

800.00 


One  abstract  nub] 


D..'e:  P.O  r:’:  -0^  !9  J -'■ ::  61  hVc-tocoI  ?v >; 


:  Jntorii 


firle  of  Project:  j.'ev/born  Host  Defenses  IV;  Study  of  I.’ev/Dorn  I.eutrornil- 
I’eutroohil  Interaction. 


S;:utin5c  D>.ie:  pp 


cl  Comoletion  Date;  22  OCT  1981 


Principal  Investigator:  Thomas,  KD,  LTC,  MC 


Associate  Investigators:  ] 

Frederick  B.  Ruymann,  MD,  COL,  'I 
Doris  P.  Burgess  , 


Dept/Svc 


Keywords:  Nev;born  neutrophil,  chemotaxis,  neutrophil  aggregation 


Accumulative  MEDCASE 
Cost: _ 


FY-SO  blEDCASE  Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Pei-iodic  Pi- view  Pwesults: 
(to  be  filled  in  by  DCI) 


Study  Obj;- Clive;  Investigate  differences  be-'-v.-een  adult  and  newborn 
neutroph'i.l  by  a.  studying  the  effect  uf  cell  concentration  on 
chemotaxis;  b,  studying  the  kinetics  of  concentration  effect  on 
checotaxls;  and,  c.  studying  th'^’  C5?-”iri'iuced  aggregation  of  nev/- 
born  and  adult  neutrophils,  '  .  ' 


Technical  Approach:  Using  the  established  ^  Cr-labelled  neutrophil 
Eoyden  r’  -rber  cherotaxis  assay  and  the  -lontr ephil  aggregation 
assay,  tne  concentration  of  nevdorn  ond  ..idult  ry^utrophils  is 
varied  in  the  chemotaxis  assay  and  the  aggregation  of  newborn 
and  adult  neutrophils  is  evaluated  using  Cpa  as  the  aggregation 
stimulus.  Freincubation  of  cells  with  vinblastin  and  cytochalsin- 
3  is  also  done  to  study  the  contribution  of  the  microtubules  and 
Progress  durLcg  PY-30; ''/////////////////// ////  Tiicroxilsnents, 

De-.foorn  -adult  neutrophil  pairs  were  studied  v.lth  varying  con¬ 
centrations  of  neutrophils,  8,  newborn  adult  neutrophil  pairs  were 
studied  with  resnect  to  Cpa  aggregation. 


bar  of  subiects  to  be  studied  before  co.-r.pletion  of  study:  ;  gp-  Actual 

Dus/unexpected  side  effects  in  subjects  participis.!;ing  ill  project;  ^  15/f 


Conclusions:  Ue-wborn  neutrophils  have  augmented  chemotaxis  with  in¬ 
creased  cell  concentration;  hov/ever,  the  augmentation  is  only  about 
half  that  seen  -with  the  adult.  lie-.-born  neutrophil  aggregation  appears 
to  be  irreversible,  sirailar  to  that  seen  v.lth  adult  aggregation"  "after 
proincubaticn  of  the  neutrophils  v.lth  cytochalssin-B.  Further  study 
of  the  aggregation  and  chemotaxis  is  needed,  liew  studios  suggested 
b-.-  this  studv  •will  be  for thcoming. 


corrected  porticr;  of  ti.e  stuoy  i;.;  ,  _  a  P;:e  I  —  ' 

f\.rther  studio; 

■  ■  •  O  L-  tl  V-  j  •  X  —  t  i  3  O  o  3  i  D 1  X 1  t  V  L  Li  ?  t"  ^  Pi  r.  I  r  m 


O’lr.  r.o 


*  iv  b  W  0  Cl 


(Con't)  #6029 


Publications  or  Abstracts,  FY-80; 

Mease  AD,  Burgess  DP  ,  Thomas  PJ:  Differences  between  neonatal  and  adult 
complement-induced  neutrophil  aggregation  and  cellular  augmentation  of 
neutrophil  chemotaxis.  Pediatr  Res  14:549  (Abstract  #740)  (1980). 
Presented  at  the  1980  APS-SPR  meetings,  San  Antonio,  Texas,  2  May  3980. 

Mease  AD,  Burgess  DP,  Thomas  PJ:  Keonatal  ditferences  in  complement- 
induced  neutrophil  aggregation  and  cellular  augmentation  of  neutrophil 
chemotaxis  (Submitted  for  publication). 
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20  October  198(. 
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fProto':':)!  No: 


Stritus;  'Jiilcrjni 

V  ^  v  y  f' 

Chemotaxls  unrler  Agarose 


StartiQs;  Diite:  22.  Oct  79 


[Estimotccl  Completion  Date: 


October  81 


PrincipaJ. Investigator:  Paul  J.  Thomas,  MD,  ITC,  MC 


Associate  Investigators: 

Frederick  B.  Ruyr.'.ann,  MD,  COL,  MC 
Doris  P.  Burgess 


Facality: 


Dept/Svc 


Keywords: 


Newborn  neutrophil,  chemotaxis  under  agarose 


Accumulative  MED  CASE 
Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


FY-SO  MEDCASE  Cost: 


Periodic  lieview  Results; 
(to  l>a  filicii  in  by  DC!) 


'Study  Objective:  Cotriparison  of  newborn  (cord)  iieutrophil  and  adult  neutrophil 
chemotaxis  under  agarose. 


Technical  ApproacTi:  Using  agarose'  technique  of  Nelson  &  Quie',  study  the  amount 
of  chemotaxis  of  adult  and  newborn  neutrophils  under  varying  conditions  of  ntimuH, 
concentration  of  neutrophils,  and  presence  of  compounds  .such  as  vinblastin  .  ' 


Progres;;  during  KY-SO:  The  agarose  technique  was  established  in  our  laboratory 
with  reproducible  results.-with  adult  neutrophils'  obtained".  Lack  of  the  Tri-.Simplex 
projector  S  the  obtaining  of' only  1  cord  blood  for  study  have  impeded  progress  of 
this  protocol. _ _ _ _ — _ _ _ _ . 

Number  o'"  subiects  to  be  studied  before  completion  of  study:  Projected :  50 ,  Actual :  ] 
Serious/unexpected  side  effects  in  suJjjects  participating  in  project:  NONE . 


Concl’isions:  Too  early. 


Publications  or  Abstracts.  PY-SO:  None . 


Only  one 
35  adult 


n  ewbo  rn 
aiTiplea 


The  listing  of  one  patient  studied  was  an  error, 
v;as  studied  using  the  agarose  technique;  however, 

v/ere . . 

our  li 

reproducible  and  an  estinated  5-10  more  adult  studies  vdll  need  to 
be  don?  before  any  more  newborns  wall  be  studied. 


studied  while  attempting  to  firmly  establi.sh  thi.e  technique'  in 
aboratory.  As  of  t'o-is  time,  the  technique  i.s  still  not  reliab'.l 


Ly 


V/ork  Unit  No.:  6030 
Funds  Utilized,  FY--8Q:  $2500 
Pkindinc:  Requirements.  FY-81:  $2500 
Personnel:  Doris  Burgess,  GS-9, 

Equipment:  none 

Supplies:  $2000 

Travel:  $500 


20% 


Other: 


NONE 


t 


ll^otocoINo:  6 101 


Dale:  P.O  CC\C  80 _ _ _ |l>rotocoI  No:  (HQl _ _ Statxis:  Interim 

KnaC' 

Title  of  IVoject:  ;3V,0G  i'l^OTOCOL  ;>:  V83'; 

.jcc::d  induction  evnu  liaintenance  in  Acute  Lyraphocytic  Iicukemia, 
■nasc  III. 

Starting;  Date:  p  KAY  oO _ jSstimated  Completion  Date: _ aER_SJ _ 

Principal  Investigator:  Frederick  B.  Riyraann  MD,  COL  MC 


Associate  Invesiigatorc: 

icul  J.  Thonas  MD,  LTC  MC 
ionald  Karcher  MD,  LTC.MC 
./illiain  Neglia  MD,  LTC  MC 


Facilify: 


iDept/Svc 


Keywords:  Acute  lymphocytic  leukemia,  relapse 


Accumulative  MEDCASE 
Cost: _ _ _ 

■■'Y-SO  MEDCASE  Cost; 


Accumulative  Contract 
Cost: 


Acjcurmilative  Supply 
Cost: 


Periodic  Keviev/  Rcsults.-^ 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  investigate  the  effectiveness  of  an  induction  with, 
vincristine,  adriamycin,  and  prednisone  followed  by  intrathecal 
therapy  with  methotrexate,  hydrocortisone,  and  cytosj.ne  arabinosiclo 
in  relapse  -acute  lyraphocytic  leukemia;  to  investigate  the  effective¬ 
ness  of  maintenance  therapy  with  cycles  of  6-thioguanine,  cytosine 
rrabinoside;  cytoxan,  vincristine,  cytosine  arabj.noside,  prednisone; 
1  vincristine,  adriamycin,  prednisone. 

Technical  Approach:  Standard  induction  v/ith  vincristine,  adriamycin  ' 
:.nd  prednisone  with  alternate  induction  with  6~th:l oguaninc  and 
cytosine  arabinoside  in  case  of  induction  failure  vdth  VAP; 

CDS  prophyla:<is  vath  intrathecal  three  dz'Ug  therapy;  randomization 
between  two  maintenance  arms,  .  • 

Progress  during  Fy.'-80:  Wo  V/RAMC  patients  wci'e  entered  on  this  study. 


Number  of  subjects  to  ha  studied  before  completion  of  study:  _ _ _ _ 

Serioxis/unexpected  side  effects  in  subjects  participating  in  project:  — 

Conclusions; Because  of  high  relapse  rate  on  this  treatment,  this,  study 
,;s  closed  by  the  group  to  patients  with  marrow  relapse  only;  the 
ctudy  remains  open  for  systemic  therapy  in  patients  v/ith  extra-medul- 

'  T'  “  ^  T’  O  I  *1  *0  ^  O 

Ihifeli cations’ 6^  Abstracts.  FY-80:  — 

7he  protocol  was  indeed  properly  amended.  Reports  from  the  group 
th"  respect  to  all  group  protocols  are  published  tv.lcc  per  year 
ad  a  cony  will  be  fui’nished  to  your  office  should  you  desire  them. 


cO  C 


X1Q2. 


i 


oO 


ll^cotoool  No: 


I'itle  of  Project: 
in 


Statu..s:  Tritorira 

SV/OG  PROTOCOL  7703 
.i.cliation  Therapy  in  Cor.bination  v/ith  BCNU,  DTIC,  or  Procc^rbazine 
in  Patients  vrith  iJalignant  Gliorsas  of  the  Brain,  Phase  III, 


S::a~tia^  Date:  3  MAR  80 _ “Isstimated  CompleMon  Date:  .tam  p,  i 


ihrincipal Investigator:  Frederick  B‘, 


Associate  Investigators: 

Paul  J,  Thomas  MD,  LTC  HC 
V.illiaia  Keglia  MD,  LTC  MC 
Pugene  George  MD,  COL  MC 


keywords,  i-jaij^gnant  glioma 


Ruynonn  MD,  COL  MC 
Facility: 


Dept/Svc 


Accumulative  NIEDCASE 

Accumidative  Contract 

Accumulative  Sujiply 

-  -  j 

1  Cost: 

! 

Cost: 

i  I  .  , 

FY-SO  NISDCASG  Cost: 

Periodic  lievyaw  Pvesults: 

(to  be  filled  in  by  DOI) 

Sl-ucly  Objective:  To  study  the  effect  of  adding  one  of 
drugs  to  radiation  therapy  after  neurosurgery  lor 
glioma,  .  ■ 


i 


.  i 
*1 


Technical  Approach;  Randomized  study  bctv/een  BCNli,  D'liC,  or  procarbazine 
follov/lng  surgery  and  radiation  thei'apy, . 


Progress  during  F7-80:  No  V/RAMC  patients  were  entered  on  this  study. 


Number  of  sidjjects  to  be  studied  before  completion  of  study:  — 
Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions :t^s  is  primarily  an  adult  SV/OG  protocol  and  will  be  dropoed 
by  the  pediatric  group  when  the  pediatric  group  becomes  independent 
of  SV/OG  in  January  1981 

Publications  or  Abstracts.  Fy-SO:  — 
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Date;  20  OCT  80 

1  Ikotocol  Nc) : 

Status;  Interim 

Final 

Title  of  Project;  sv.OC  PROTOCOL  7919 
I.;v^;.luation  of  n-/JI5A  in  Children  v.-ith  Acute  Leukemia  end  Non-IIodg- 
kin's  Lymphoma  in  Relapse,  Phase  II, 


Starting  Data; 


•■5  MAY  8Q 


Estimated  Completion  Date; _ 


Principal  Investigator:  Frederick  B, 

Associate  Investigators: 

Paul  J,  Thomas  MD,  LTC  MC 


Ruymann  MD,  COL  I-iC 
Facility: 


Dept/Svc 


Key  Words: 


Acute  leukemia. 


rclap 


non-Hodgkin's  lymphoma,  relapse 


Accumulative  MEDCASE 
Cost; 

Accumulative  Contract 
Cost; 

Accurrmlati  ve  Supply 
Cost: 

FY-80  RIEDCASE  Cost: 

1—. - - - - - - - 

1  Periodic  Re 

view  E-esults: 

(to  be  filled  in  by  DCI) 

Study  Objective:  'Pq  study  the  effectiveness  of  m-ZdlSA  as  an  inducing 
agent  for  acute  leukemia  and  non-Hodgkin ' s  lymphoma  in  relapse. 


i 

•j 

I 

I 


I 


‘Technical  Approach:  Non-randomized  study  for  non-Hodgkin's  lymphoma 
and  acute  non-lymphocytic  leukemia;  randomized  between  two  dosage 
schedules  for  acute  lymphocytic  leulcemia. 


Progress  during  FY-80:  pa^-tj_cnt  v.dth  non-lymphocytic  leukemia  was 

placed  on  study  cuid,  after  tv/o  courses,  the  patient  had  a  transient 
perij^heral  blood  blast  count  decrease  but  no  detectable  marrow 

.  .response, - - — — — - — : - - — 

Niunber  of  sublects  to  be  studied  before  completion  of  study: _ _ _ 

Serious/imexpected  side  effects  in  subjects  pai-ticipating  in  project:  Kene  for  our 
patient  but  nationwide,  severe  cardiac  arrythmias  have  been  reported. 

Conclusions;  Study  remains  open  v/ith  precautions  of  continuous  cardiac 
monitoring  during  administration  of  m-ALSA 

Publications  or  Abstracts.  FY-SO: — 
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Date:  PO  OCri'  f.Q . . . ~  tl^dtScolTTo:  "^707.  "  Stahis:  Tnl&rim _ 

i'i tic  of  Project;  SV.QG  Pl^OTOCOL  it  78 1 8  ' - - 

:,v;..luation  of  Rubidaxono  in  Children  v/ith  Acute  Lynphoblastic  and 
.'.cute  Myelogenous  Leukemia,  Phase  II, 


■  artir-.:;  Date:  i;.  .tut,  P-O _ (CstiTnated  Comnletlon  Date; _ 

‘rincipal Investigator:  Frederick  B,  Ruytr.ann  MD,  COL  MC 


Associate  Investigators: 


I'  acality: 


i-aul  J,  Thomas  MD,  LTC  MC 


ey  Words:  Acute  leukemia,  relapse 


Accvunulaiive  MEDCASE 
Cost: _ 


Y-80  LIEDCASE  Cost; 


Accumulative  Contract 
Cost; 


Accumulative  Supply 
st 


Periodic  Review  Results;^ 
(to  be  filled  in  by  DCI) 


■  ;ao.y  Objec!.' ve:  r[>Q  study  the  effec tivoxiess  of  Pubidazone  in  inducing 
^  cu.'d.ssions  in  children  with  acute  Icukera.i  a.  in  relapse,  . 


Technical  Approach;  Randomised  study  of  tv/o  dosage  schedules  of 
Idibidazone  given  intravenously  over  one  hour. 


Progress  during  FY-80;  One  patient  vath  T~cell.  leidcemie.  in  florid  relap 
was  placed  on  study;  hovfever,  he  expired  vathin  12  hours  of  re-’  ‘ 
ceiving  the  Rubidaaone,'  cause  of  death  not  certain,  autojjsy  results 
nending.  _ _ _ _ _ _ _ _ 


•  diniber  of  subjects  to  be  studied  before  completion  of  study:  _ _ 

.‘  jrious/unexpected  side  effects  in  subjects  participating  in  project:  gee  progress- 
death  may  have  been  drug-related  study  coordinator  notified. 


Cionclusions:  gtudy  remains  open  until  supply  of  Rubidazone  is  exhausted 

ne  one  death  within  12  hours  was  initially  thought  to  be  a  possible 
rug  related  death.  The  child  developed  progressive  coma  and  heart 
rate  and  rhythm  disturbances  culminating  in  a  cardiac  arrest.  At 
■utopsy,  the  child  had  massive  leukemic  infiltrations  in  the  abdomin¬ 
al  organs,  the  CNS,  and  the  heart,  including  an  infiltration  of  the 
c-artaround  the  A-V-node,  The  pathologists  v/ere  content  to  coll  the  . 
•  •use  of  death  massive  leukemic  infiltration  and  it  v.ss  their  ebinior) 
.hat  tl  drug  played  little  or  no  role  in  the  death. 


Date:  pg  qc'V  F,0 


Ti^otocol  No ;  6 1 0  '3 


Status:  Inter itn 


Title  of  Project:  ^;:qq  PROTOCOL  ,/  7607P 

Kvaluatlon  of  Lithiura  Carbonate  in- the  Amelioration  of  Hematopoietic 
Toxicity  Follocing  Cancer  Chemotherapy  in  Children  v/ith  Solid  Tumors 
vr.lt h  ,Ab-C(-U«^FH-,— II - - — - - - 


Starting  Date:  m  JUT,  SO 


(Estimated  Completion  Date:  — 


Principal  Investigator:  Frederick  B.  Ruymann  KD,  COL  FiC 

Associate  Investigators;  Facility: 

Paul  J.  Thomas  HD,  LTC  MC  _ 

Dept/Svc 


Key  Words: 


Solid  tumors,  pediatric,  chemotherapy , 


Accuraulatlve  MEDCASfi 
Cost; 


Acci'tmuT  I'ivc  Contract 
Cost;  _ 


Acc luni j1  ati  ve  Supply 
Cost; 


FY-80  AIEDCASE  Cost; 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  study  the  cffcctiv-eness  of  lithium  carbonate  on  the 
neutropenia  caused  by  AD-CON-FU;  to  study  tho  effectiveness  of 
AD-CON-FU  (adrieonycin,  cytoxan,  vincristine,  and  5-flurouracil) 
on  various  pediatric  solid  tumors  in  patients  not  eligible  for 
other  protocols  of  higher  priority. 


Technical  Approach:  Randomised  study  with  respect  to  the  addition  or 
not  of  lithiura  carbonate  to  the  four  drug  chemotherapy;  stratified 
by  tumor  typei!’ 


•Progress  during  F5f -80:  Ro  \7R/vl^IC  patients  have  been  entered  on  this  study. 


Number  of  subjects  to  be  studied  before  completion  of  study:  — 
Serious/iuiexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  Study  remains  open 


Publications  or  Abstracts.  FY-80: 
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lite:  PO  OCf  SO  1  Protocol  No:  6l05  i 

Status:  /id I'u’imL X 

.  .tie  of  Project:  g.;0G  PROTOCOL  ••'  760/. 
Evaluation  of  Galactitol.  in  Patients  with 

1 

I'jnrtl 

Advanced  Cane  or  j  Pha.se  j 

srartin?  Date:  2  MAY  80  Estimated  Completion  Dat£;:  OGT  80 

I'rincipal Investigator:  Frederick  B,  Ruymann  MD,  COL  MC 


Associate  InvestigaJ.ors: 

Paul  J.  Thomas  MD,  LTC  MC 


Facility: 


Deprt/Svc 


Key  Words:  g^2actitol,  Phase  II 


Accumulative  MIDDCASB. 
Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


i  i'-SU  I'.iFDCASP  Coot; 

Lpoi.,;ocLi c:  Jn;ViV.v  Ite.-JiilEs; 

j  (to  .>>0  j'^iljcd  in  by  DCX) 

Study  Objective;  To  study  the  effect  of  Galactitol  on  advanced  childhood 
malignanc.i.os  and  to  evaluate  toxicity*, 


Technical  Ad ovoacU;  Mon-randomized  study  \7i.ti\  dosage 

for  liver*  kidney  or  bone  marrov;  impairments 


modification 


Progress  dui'ing  FY-80:  WPAMC  patients  were  entered  on  this  study 


Number  of  subjects  to  be  studied  before  completion  of  studyr — _  _ _ 

Serious/imexoected  side  effects  in  subjects  participating  in  project:  Groupv/ide  trials 
revealed  ‘serious  hematological  complications  —  none  in  DR/d!C  patients 

Conclusions:  g^udy  closed  by  Group  because  of  serious  side  effects  and  : 

overall  lack  of  response,  ’  I 

Publications  or  Abstracts.  FY-SO: 
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Date:  20  OCT  80  IProlocol  No:  8107 

Status:  Interim 

Title  of  Project:  PROTOCOL  78 10 

Evaluation  of  Anguidine  in  Childrci;  w.i,th  Acxxte  Ly, 
Mon-lymphoblastic  Leukemia  an  Relapse,  Fliase  11, 

StartinEcDate:  JUL  80  [Estimated  Completion  Date:  _ 

Principal  Investigator:  Frederick  B;  Ihiymann  MD,  COIj  NC 

mphoblastic  and 

Associate  Investigators: 

Paul  J,  Thomas  MD,  LTC  MC 

Facility: 

Dept/Svc 

Key  Words:  Acute  leukemia,  relapse 


Accumululive  MEDCASE 

Cost: 

AccuinuLilive 

Cost: 

Contract 

A  cc;umule'.f.i ve  Supply 
Cost: 

FY-80  MEDCASE  Cost: 

Periodic  Revievi'  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective:  ijq  study  the  effectiveness  of  anguidine  in  inducing 
remissions  in  children  with  acute  leukemia  in  relapse 


Technical  Approach:  Non-randoinized  study  of  anguidine  v/ith  dosage 
modification  depending  on  degree  of  toxicity 


Progress  during  FY-80:  One  patient  with  juvenile  chronic  granulocytic 
leukemia  had  a  transient  response  but  quickly  rclar sod. 


Number  of  subjects  to  be  studied  before  completion  of  study 
Serious/imexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  Study  remains  open  for  monocytic  and  monomyelocy tic 
leukemia 

Publications  or  Abstracts.  FY-80:  — 


!)ire:  ?0  rO  I  Proto  col  No:  d’OB 

Status-.  Interim 

Title  of  Project:  gv/OG  PROTOCOL  7621 

versus  OPP  in  tho  Treatment  of  Children  with 
Tumors,  Phexse  III, 

Starting  Date:  MAP  80  tsstimated  Completion  Date:  - 

pj.'mcipal  Investigator:  Frederick  B.  Ruyrnann  MD,  COL  MC 

]Sinal 

Recurrent  Brain 

Associate  Investigators: 

Paul  J.  Thomas  MD,  I.TC  MC 
Pagene  George  MD,  COL  MC 

Facility: 

Dept/Svc 

Keywords:  Brain  turaor,  recurrent 


Accumulative  MEDCASK 
Cost: 


Kr-SO  MEDCASW  Cost; 


Acciunulativs  )Supply 
Cost: 


Pexiodic  RiP'.yiow  Pwcsults: 
(to  be  titled  to  by  DCl) 


Study  Objective;  ffo  study  tho  comparative  effect  of  vincristine, 
prednisone  and  procarbazine  vxith  or  v/ithout  nitro^^en  mustaid  in 
the  treatment  of  childhood  recurrent  brain  tumors. 


Technical  App/oacb;  rjandomj.zed  study  for  the  addition  of  nitrogen 
mustard  to  vincristine,  prednisone,  and  procarbazine. 


Progress  during  Fy-80:  No  V/KAHC  patients  v/ere  onLered  on  thi.s  study 


Number  of  subiects  to  be  studied  before  completion  of  study: 
Serious/ unexpected  side  effects  in  subjects  participating  m  project: 


Conclusions:  Study  remains  open 


Publications  or  Abstracts.  Fy-SO: 


Date:  P.O  OCT  80  I  Protocol  hio:  6 109 

Status:  llhtcitira' 

1 

Final 

riue  oi  J.'roject:  gv/OG  PROTOf'Oi,  V/Uy 

Evaluation  of  Compliance-  in  Children  ■..'ith  Malignant  Disease  Treated 
with  Prednisone 

Starting  Date:  2ii  MAR  80  Estimated  Completion  Date:  OCT  80 

Principal  Investigator:  Frederick  B.  Ruymann  MD,  COL  MC 

Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  MC 

Facility: 

Dept/Svc 

KeyWorda;  coinplisjice,  predniyone 


Acciunvl'-.iive  AiE.OCASS 

Aeeumulalive 

Coalrain. 

Ac;cu:cnu'hiUve  Supply 

Cost: 

Cost: 

Cost: 

.  .  ! 

FY-80  AIEDCASE  Cost: 

Periodic  Re\ie\Y  Results: 

(to  be  filled  in  by  DOI) 

Study  Objective:  To  evaluate  the  compliance  of  patients  receiving  pred- 
nicono  for  malignant  diseases. 


Technical  Approach: Study  of  urine  samples  for  presence  of  steroid 
metabloitcs. 


Progress  during  FY-80:  po  V/R/'dlC  patients  entered  on  this  study 


N umber  of  subjects  to  studied  before  coniplofion  of  study:  —  ^ 
So  rious/unexpected  side  effects  in  suijjects  pnxilcipating  in  project; 


Conclusions.  closed  by  Group  because  of  adequate  numbers  of 

patients  entered. 


Publications  or  Abstracts.  FY~80:  - 


•  e:  y',  o^.T>  {Pr-atocol  No:  gi  ifi  1 

Status:  Interim 

1 

FJMiX 

.ue  oi  .crojecc;  FKOTOCOT.  //  7865 

cute  Lymphoblastic  Leulremia  Class! ficatior-  Portion  of  ALinC  13 

laxtinoc  Date:  pm  .tat.t  p,n  (Estimated  Completion  Date; 

•  Tincipal Investigator:  Frederick  B, 

Ruymann  MD,  COL  MC 

Associate  Investigntors: 

Paul  J,  Thomas  MD,  LTG,  MC 
I'anald  Karcher  MD,  LTC  HC 
R.arbara  Detrick-Hooks 

Facility: 

Dept/Sve 

jCcy Wordsij^^cute  Lymphoblastic  leukemia,  classification 


Accumidative  klSDCASfi; 


Accuraiilative  Contract 


AccLuniLlative  Supplj^ 


Corf; 


Cost: 


b’Y-80  MEDCASS  Cost: 


I^eriodic  Keview  Results: 
(to  he  fajfcd  in  by  DCI) 


Study  Objective:  jq  evaluate  the  classificatj-on.  of  acute- Ijuiiphoblastic 
leukemia  by  studying  cytochemical  staining  and  immunologic  charao'- 
teristics  of  the  blasts 


Technical  Apx'roaclu  Evaluation  of  the  blasts  in  the  bone  marrow  by  .the 
use  of  cytochemical  stpins.and  immunologic  f.tudies. 


Ihrogress  during  FY-80;  8  V/RAl-IC  patients  have  been  entered  on  this  study 
with  2  T-cell  and  6  ’'non~T,  non-B.cell"  leukemias  identified, 
Techniques  have  been  established,  and  ve.rlfied  in  the  pathology  lab 

Number  of  sub;  sets  to  be  studied  before  completion  of  study: 
hcrious/unexpected  side  effects  in  subjects  participating  in  project; 


Conclusions:  T-cell  and  B-cell  leulremias  separable  from  other  acute 
lymphoblastic  leukemias  and  separate  treatment  protocols  are  based 
on  the  ability  to  make  these  distinctions.  Study  remains  open. 

Piibi"  cations  or  Abstracts,  FY-SQ: — 


30 


Date:  20  OCT  80 

1  Protocol  No:  6  m  1 

Status;  Interim 

ddualA 

Title  of  Project:  gv/OG  PliOTOCOL 
Evaluation  of  Anguidine  in 
Tumors,  Phase  II. 

!:■  7812 

the  Treatment  of  Central  Horvous  System 

Staxtino’ Date:  '3  MAP  80 

1 

Estimated  Completion  Date: 

— 

iPrincipal  Investigator:  Frederick  B. 

Ruynann  MD,  COL  MC 

Associate  Investigators; 

Facility: 

Paul  J.  Thomas  MD,  LTC 
Eugene  George  MD,  COL  M 

MG 

C 

Dept/Svc 

Keywords:  ^ns  Tumors,  recurrent 


Accumulative  IvffiDGASE 

_ _  _ 


Accumulative  Contract 


Accumulative  Supply 


Coot; 


FY-80  JMEDCASJE  Cost:, 


Periodic  Review  Results: 
(to  be  tilled  in  by  DCI) 


Study  Objective:  To  '  study  the  effect  of  intravenous  anguidine  given 
v/eckly  in  children  vdth  recurrent  brain  tumors. 


Technical  Approach;  Non-randornized  study  vdth  dosage  adjustments  for 
impadrcd  liver,  kidney,  and  bone  marrow  function. 


Progress  during  FY-80:  j,jq  v/R/JiC  patients  have  been  entered  on  this  study 


Number  of  subiects  to  be  studied  before  completion  of  study:  _ 

Sei'iovis/unexp>ected  side  clfects  in  subjects  parficipating  in  project:  — 


Conclusions,  j  ^  i-.tudy  remains  open  for  non-astrocytomas 


Ihiblications  or  Abstracts.  FY-80  - 


Date:  ^0  or,]'  oO 

llTotocol  No: 

Status:  Tntcj'im 

.  valuation  of  Rubidazone  In  tho  Treatment  of  Children  v.dth  Solid 
. vnors,  Phase  II, 


.•1  Date:  it-  JUL  80 


Sstimated  Comi^lctlon  Date:  — 


-IT'incipal Investigator:  Frederick  B.'  Ruymann  IID,  COL  MC 


Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  MC 


Facility: 


Dept/Svc 


Key  Words: 


Brain  tumor,  recurrent;  solid  turaor,  recurrent 


Accuiniilative  AIEDCASE 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


I'T-SO  jMEDCASK  Cost: 

PeriotUc  lleview  liesulcs: 

(to  ho  filled  iu  by  DCI) 

Study  Objective;To  study  the  effect  of  rubidazone  oh  recurrent  solid 
tumors  and  b.rain  tumors  in  children. 


Technical  Approach:  Non-rsmdortdzed  study  v/j.tl).  dosage  adju-stments  for 
impaired  liver,  kidney,  and  hone  marrow  function. 


Progress  during  FY-80;  No  V/RAMC  patients  were  entered  on  this  study. 


I  hi  mber  of  sdbiects  to  be  studied  before  completion  of  study:  — 
Ccrious/unexpiectcd  side  effects  in  subjects  participating  in  project; 


Conclusions:  Study  remains  open  until  supply  of  .rubidazone  is  exhausted 


Publications  or  Aljstracts.  1  j  -80: 


Date;  £0  OCT  80 


ll^otoool  No:  _  £JLLi. 


Title  of  Project:  g'.'/OG  PROTOCOL  //  7Gl7 


.Status:  Interim 


ConbiRiition  Chemotherapy  v.dth  Vinblastia  Sulfate  and  Bleomycin 
in  Children  v/ith  Metastatic  Solid  Tumors,  Phase  II. 


gtartins;  Date:  PL  MAR  80 


Tsstimated  Completion  Date: 


Principal  Investigator:  Frederick  B.  Ruymann  MD,  COL  liC 


Associate  Investigators: 


Paul  J.  Thomas  MD,  LTC  MC 


Facility: 


Dept/Svc 


Key  "VI  Oxds.  tumors,  pediatric,  metastati 


ic 


Acc.imulatlva  MED  CASE 
Cos!;: 


Acc'.i'TivJ atlve.  Contr,-’ ct 
Cost: 


FY-SO  I-IEDCASE  Cost; 


Aocumiilative  Supply 


Periodic  PiOview  Results: 
(to  be  filled  in  by  DCI) 


~i 


study  Objective:  study  the  effect  of  treatment  of  metastatic  pediatric 

solid  tumors  v/ith  vinblastin  and  bleomycin. 


Technical  Approach:  Non“randomi:iod  study  vdth  dosage  adjustments  for 
impaired  liver,  kidney,  or-  marrov/  function. 


Progress  diuring  FY-80:  I»o  V/R/\MC  patients  v/ere  entered  on  this  study. 


Number  of  subjects  to  be  studied  before  completion  of  study: 
Serious/unexpected  side  effects  in  subjects  participating  in  project: 

Conclusions:  Study  romedns  open 
Publications  or  Abstracts.  FY-80:  — 


30  GCT  80 


\  i  of  Project; 


■  80  1  Protocol  No:  6ll/'  1 

Status:  Iptpx'im 

lincil 

SV/OG  PROTOCOL  ;v  7831 

■Starling  Data;  2k-  MAP  80  (Sstimatod  ComoIeLloti  Date;  T  OCT  80 

I’l-mcipal  Investigator:  Frederick  B.  Ruyaemn  MB,  COL  MC 

Associate  Investigators:  Facility: 

Paul  J.  Thomas  MD,  LTC  MC  _ ^ _ 

Dept/Svc 


Jvcy  Words,  leukemia,  neocarzino statin 


Accumulative  MEDCASE 


Accucnulative  Contract 


Accumulative  Supply 


Cost; 


Cost: 


Cost; 


:P-C0  MEDCASl 


Pe./icfdlo  Poviesv  .Results:^ 
(to  be  filled  in  b}'  PCI) 


Study  Objective:  To  study  the  effectiveness  of  Neocarzinostatin  in  in-’ 
ducing  reni. onions  in  acute  leuker^ia  in  relapse,. 


Technical  Appj  i/ach.;  Non-randomizod  study  of 
intravenoucly  daily  for  5  days. 


i/Zj-UO 


•statin  given 


Progress  during  PY-80:  ho  V/KAMC  patients  were  entered  on  this  study. 


Number  of  subiects  to  be  studied  before  completion  of  study: 
Serious/unexpected  side  effects  in  subjects  participating  in  project:  Severe 
nyelosuppression  and  thrombocytopenia  M/tOi-tc.) 

Conclusions:  Study  closed  by  group  because  of  toxicity 


Ihiblications  or  Abstracts.  FY-SO; 


Date:  ?0  OCT  80  I  Protocol  No;  On  8 

Status;  Interim 

Title  of  Project:  ^^./OG  PROTOCOL  1!  7:>76 

Evaluation  of  the  lia.tural  History  of  Histiocyte  .sis 

Starting  Date:  pi  maR  80  jlistimated  Completion  Date:  - 

Principal  Investigator:  Frederick  B,  Ruymann  I-iD,  COL  EC 

Firiait 

X 

Associate  Investigaiors: 

Paul  J,  Thomas  MD,  LTC  MG 

Donald  Karcher  MD,  LTC  MC 

Facility: 

Dept/Svc 

Keywords: 


Histiocytosis 


X 


Accumulative  MED  CASE 

1  Accumulative  Contract  1 

Accumulative  Supply 

Cost: 

Cost; 

Cost; 

FY-80  MEDGASE  Cose; 

Peiiodic  Re 

viev/  PkGsults: 

(to  be  filled  in  by  DCI) 

Study  Objective:  To  characterize  the  course  of  Histiocytosis  X  in 
children  v/ho  have  not  been  previously  treated. 


Technical  Approacli;  studies  of  extent  of  disease  inmunologic  competence, 
effects  of  disease,  and  effects  of  therapy  at  yearly  intervals. 


Progress  during  FY-80:  Ho  WRAMC  patients  have  been  entered  on  this  study. 


Number  of  subjects  to  be  studied  before  completion  of  study:  — 
SerioTis/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  Study  remains  open 


Ihibiications  or  Abstracts.  FY-SO:  - 


535= 


«-Nf  C'if.'n  n"  \f’*r\  [  '*  i  o  —  - 

- - -  j.  O..V/U  Jl  .»\vyxvJvy\^.b  //  /o\^ 

.  Ol'j"  plus  Bleomycin  and  A-COPP  with  Involved  Held  Radiation  Therany 
in  Stage  III  Hodgkin's  Disj;ase  in  Childron, 


iiiuz_ai: 


:■  a.x'iing  Dote:  p  Kf  p  no _  Issf  Imated  CompTeflon  Date: _ — 

ri-incapal  Investigator:  Frederick  B.  Ruymann  KD,  COL  HC 


Associate  Investigators:  Facility: 

Paul  J,  Thomas  MD,  LTC  MC  _ 

Lonald  Karchsr  MD,  LTC  MC 
Villian  Neglia  MD,  LTC  MC  Dept/Svc 

I^onroo  Levine  MD,  J,TC,  MC _ _ _ _ 

I^cy Words:  Hodgkin’s  disease,  stage  III 


Accuunulative  MED'-ASB 
Cost: 


,  A-SO  Lit^DCASF  a)St: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Periodic  Relcw  l!.esulcs:_ 
(to  be  filed  in  ly  DCI) 


Technical  Approach:  Randomized  study  botv/cou  tv/o  chemotherapy  arms, 
l'.OPP~Bleo  and  ACOPP,  followed  by  radiation  therajjy  and  further 
chemotherapy  vath  the  same  drugs. 


Progress  duri-itg  FY-80:  ^v/o  patients  were  entered  on  study  and  both 
appear  to  have  had  a  coffip].ete  response  to  therapy. 


Is' umber  of  subjects  to  be  studied  before  completion  oE  study: _ 

Scuious/nnexpected  side  effects  in  subjects  participating  in  project:  — 


_ Istnhis:  Jntorim 

ntle  of  Project:  cjv/qq  PROTOCOL  !!-  ?712 

Comparifion  of  Treatncnt  Regimens  fox'  the  first  CliS  Relapse  in 
Children  with  Acute  Lymphocytic  Leukemia,  Phase  III, 

Staxtlnsc  Date:  i .tht,  p.o  {Estinvated  Completion  Date:  _  _ 


Date:  ?o  nr:*!'  fin 


Ihrotocol  No:  g  i  1 7 


Principal  Investigator:  Frederick  B,  Ihxynann  MD,  COL  MC 


Associate  Investigators: 

Paul  J.  Thomas  MD, 
William  Keglia  MD, 


Facility: 


LTC  MC 
LTC  MC 


Dept/Svc 


Keywords:  cpg  leukemia 


Accumulative  IViSDCASE 


Accumulative  Contract 


Accumtilative  Siipply 


Cost: 


Cost: 


Cost: 


FY-80  MICDCASE  Cost: 


Pexiodic  Revievi’  rawsidts: 


(to  be  f  j  lied  in  Vjy  D  CJ.) 

Study  Objective:  To  study  the  effectiveness  of  radiation  therapy  and 
intra  thecal  therapy  in  the  treatment  of  CNS  leukemia;  to  .study 
the  effect  of  maintenance  intrathecal  therapy  versu-s  no  rnaintonanee 
in  duration  of  response. 


Technical  Approach:  Randomized  study  after  succo.ssful  therapy  v/ith 
radiation  therapy  to  the  skull  and  intrathecal  therapy  with  metho¬ 
trexate,  hydrocortisone,  and  cytosine  arabinoside.  Randomization 
between  no  further  therapy  versus  intrathecal  triple  drug  therapy 
every  8  w^eeks.  Requires  systemic  reinduction  protocol  in  addition. 


Progress  during  FY-80:  No  Y/RAMC  j)atients  have  been  entered  on  this  stu 


Number  of  subjects  to  be  studied  before  completion  of  study:  — _ 

Serious/imexpected  side  effects  in  subjects  participating  in  project:  — 


Conclusions:  study  remains  open 


Publications  or  Abstracts.  FY-SO: 


Pate:  2D  OCT  SO  IProlocol  No;  AllS 

Status:  Tritcrirn 

TO le  of  Project:  gwOC  PROTOCOL  y  790p 

ACvf'-plus  for  '.'on-Koggkin '  s  Lynphoma  in  Children, 

Starting  Dafe;  Uf  JUL  SO  iGsfcimated  Completion  Date: 

Principal  Investigator:  Frederick  B,  Ruymcmn  MD,  COL  MC 

Phase  III. 

Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  KC 

Donald  Karcher  KD,  LTC  MC 
V/illiam  Heglia  MD,  LTC  MC 

Facility: 

Dept/Svc 

Keywords:  iTon-Kodgkiri»  s  lynp'aoma, '  therapy 


AccuraulaiiTe  hlEDCASE 
Cost: 

Accumulativa  Contract 
Cost: 

Accunmlative  Supply 
Cost: 

FY-SO  hlEDCASE  Cost:  I 

Periodic  .'Review  Results; 

(a>  be  fiils 

a  in  by  DCI) 

Study  Oi^ctive;  To  study  the  effectiveness  of  radiation  thcrary  v/ith 
ACOP-plus  chemotherapy  versus  radiation  therapy  v/ith  LS/ip-Lp  chemo¬ 
therapy  in  obtaining  and  inaintcd.ning  remissions  in  childhood  non- 
Hodgkin’s  lymphoma. 


Technical  Approach;  Randoraj.zed  study  between  chemotherapy  regimens 
ACOP-plus  (adriarriycinj,  cytoxan,  vincristiiie^  prednisone^  G-rncfcanto~ 
purine)  and  .LSA2-L2  (daunoraycin,  BCfiU,  hydroxyurea,  L-asparagina?se, 
6-thioguanine,  cytosine  arabinoside,  vincristine,  prednisone,  cytoxan 
methotrexate.  Intrathecal  methotrexate) 


Progress  duri-ugFi-SO;  'Two  V/P,AhC  paLi.cnts  v/cj'e  entered  on  this  study 
and  Doth  have  achieved  satisfactory  rcraissions  on  the .  ACOP-plus  arm. 


umber  of  subjects  to  be  studied  before  completion  of  shtdy:  _ 

Cerious/unexpected  side  effects  in  sul^jects  pjaiicipating  in  project: 


1 


Date:  20  OCT  80  I  Protocol  No;  find 

Status:  Interim 

Title  of  Project:  ppc'X'COL  if-  7796 

Adjuvant  Chemotherapy  for  Localized  Unilateral  Ret 
Reeso-Kllsv/orth  Group  9,  Phase  III. 

Starting  Date;  lA  JUT,  AO  (Estimated  Completion  Date: 

Principal  Investigator:  Frederick  B,  Ruymann  MD,  COL  MiG 

5in^ 

inoblastoma. 

Associate  Investigators: 

Paul  J,  Thomas  MD,  LTC  HC 

Paul  V/hitnore  MD,  LTC  MC 

Facility: 

Dept/Svc 

Keywords:  •  -t 

Retinoblascoma,  unila 

teral,  chemotherajjy 

Acciunulative  MEDCASE  Accumulative  Contract  Accumulative  Supply 

Cost:  Cost;  Cost: 

FY-80  MEDCASE  Cost:  Periodic  Review  Results; 

(to  be  filled  in  by  DCI) 

study  Objective;  ctudy  the  effect  of  cheiaothcrspy  versus  no  chemo¬ 
therapy  after  enucleation  of  unilateral  retinoblastoma,  Reese- 
Ellsv/orth  Group  5. 


Techoical  Approach;  Randomized  study  between  chemotherapy  with  vin¬ 
cristine  and  cytoxan  versus  no  chemotherapy. 


Progress  during  FiT-SO;  Mo  V/R/JIC  patients  have  been  entered  on  this  study 


Number  of  sublects  to  be  studied  before  completion  of  study: — _ 

Serious/unexpected  side  etfects  in  subjects  participating  in  project: _ 


Conclusions:  5tudy  remains  open 
Publications  or  Abstracts.  FY-80:  — 


539 


•5alc: 


r^:n  C»^ 


No^__£jL^O_. 


Interim 

Mrial 


•itle  of  Project:  ^  .qq  pi^oTOCOL  r'/  ?S257 

. Ivr.luation  of  Systemic  Therapy  for  Children  with  T'-cell  Acute 
J.ynphocytic  Leul:emia,  Phase  III* 


Si  :a'tin<c  Date: 


ion  Date:  — 


Principal  Investigator:  Frederick  B»  Ruymann  MD,  COL  MC 


Key  Words: 


T-cell  leukemia 


Accirnaulative  MEDCASE 

St: _ 

if-SO  LIEDCASS  Cost: 


Accumulative  Contract 
Cost: 


Acciuniilative  Supoly 
Cost: 


Peric’dic  PeSvievv  Pt-isultic^^ 
(to  be  filled  in  by  DCJ.) 


Study  Objective:  qiq  evaluate  *'Dulce"  chemotherapy  regimen  versus  LSA2-L^ 
regimen  in  the  treatment  of  children  with  T-cell  leukeniac. 


TcchnicaLApproach:  RandomiVied  study  between  "Duke”  regimoii  ( vrincristincj 
prednisone,  L~aspariginase,  adriamycih,  cranial  radiation,  cytosine 
arabinoside,  6-thioguanine,  methotrexate,  cytoxon,  intrathecal  therapy 
with  methotrexate,  hydrocortisone,  and  cytosine  arabinoside  (ARA-C))' 
versus  LSAp-Lp  regimen  (cytoxan,  vincristine,  prednisone,  L-asparagin- 
c‘38,  daunomycin,  cranj.al  radiation,  .intrathecal  methotrexate,  ARA-0., 
6-thioguanine,  BCKU,  hydroxyurea)  in  the  treatment- of  t-cell  leukemia * 
P-cogress  during  FY-SO:  Two  V/PAIIC  patients  were  entered  on  study  and  both 
achieved  a  satisfactory  remission;  how'ever,  one  developed  a  testicular 
relapse  followed  by  a  systemic  relapse  and  died. 


Number  of  subiects  to  bs  studied  before  completion  of  study: 


Sorious/imexpected  side  effects  in  subjects  participating  in  project:  — 


Conclusions:  3tudy  remains  open 


Publications  or  Abstracts.  FY-SO: 


Date;  PO  of/p  SO  I  Protocol  No: 

Status;  Interim 

KniO: 

iiue  oi  i-rojecc:  g  vQQ  ppoTOCOL  /';  7799 

Rare  Tumor  Registry, 

Starting  Date:  i,  Poh  SO  lEstimatcd  Completion  Date: 

Principal  Investigator:  Frederick  B, 

Ruym£inn  MD,  COL  MC 

Associate  Investigators: 

Paul  J.  Thomas  MD,  LTG  iiC 

Donald  Karchcr  HD,  LTC  HC 

Facility: 

Dept/Svc 

Key  Words: 


Rare  tumor  registry 


Accurnu].a±ive  MEDCASB 
Cost: 


Accumulative  Contract 
Cost; 


Fy-80  MEDCASE  Cost; 


Accumulative  Supply 
Cost; 


Peiiodic  Revlev/  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  cj,.q  acctxmulate  data  on  unusual,  uncommon,  infrequent, 
and  rare  tumors  of  childhood 


Technical  Approach:  Registry  v/ith  pjjthology  review  of  patients  v/ith 
rare  tumors. 


Progress  during  FY-SO:  lio  V.'RAIIC  patients  have  been  registered  on  this 
study. 


Number  of  subjects  to  he  studied  before  completion  of  study: 
Ssriuus/imexpected  side  effects  in  subjects  participating  in  project:  — 


Conclusions:  study  remains  open 


Publications  or  Abstracts.  FY-80: 


rProiocoi  Ko:  6lP^  IStriLiu;  Iiilorim 


L  Kiiai: 

U^tle  of  Project:  c^-qq  ppOTOGOL  78?-9  . . 

Ccn’parijjon  of  Tv.o  Dose  Re^jiiacns  of  Inlratiiecal  I'othotrexo.te  for 
freatricnt  of  CNS  leukeiaia,  Phase  II. 


Srartin^^  Date:  .tht,  fip _ (Kstitnated  Ciompletion  Date: 

Principal  lavestigator:  Frederick  B.  Riiymann  MD,  CCL  MC 


Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  MC 


Facility: 


Dept/Svc 


KcyV/ords:  Leukemia,  CNS, 


Acctunulative  MEDCASE 
Cost: _ 


ry-SO  MEDCA.-h*;  Cost: 


Accumulative  Contract 
Cost: 


AcciJ,mul,at3ve  Supply 
Cost: 


I’oxiodic  3^.c;;iiui,s 

(to  be  filled  in  by  DCI) 


Study  Objective:  evaluate  the  effectiveness  and  to>:icj  ty  of  two 

methotrexate  dosages  ^iven  intrathecally  for  t)te  treatment  of  CHS 
leukemia,- 


Technical  Approach:  Kandomized  study  between  standaT-d.  dose  methotrexate 
and  low  dose  methotrexate  given  intrathecally  for  the  treatment  of 
CHS  Iculcerrd.ap 


Progress  duc*hig‘Fy*'-80: 'iTd’ v7R/J-IC  patients  have  bee-i  (.-ntoreQ  on  this  study 


tsi: 

imber  of  subjects  to  be  studied  before  completion  of  s:tudy:_.._ 

Be 

rious/unexpected  side  effects  in  subjects  participating  in  projoet 

Conclusions:  study  remains  open 
Publications  or  Abstracts.  FY-80: 


Date:  20  OCT  50 _ I rrotocol  No :  p  1 2 _ 

Title  of  Project:  pkotocol  if  7623 

Kvaluation  of  Systemic  Regimens  in  the  Treotrnerst 
of  Childhood  (ALinC  12) 

Starting  Date:  i/i.  JUT,  80  lEstimatod  Completion  Date: 


Status:  Interim  ■ 

of  Acute  Leukemia 


Principal  Investigator:  Frederick,  B»  Ruymann,  MD,  COL  KC 


Associate  Investigators: 

Paul  J,  Thomas  MD,  LTC  MC 
Donald  Karcher  MD,  LTC  KC 
Barbara  Detrick-Hooks 

V-i1T-iy.n'  T/Pe  Mr 

Key  Words. lymphoblastic  leukemia 


Accumulative  IVffiDCASE 

Accumulative  Contract 

Accumulative 

Cost: 

Cost; 

Cost: 

1 

_ _ _  . 

pv-oO  MEDCAilB  Cost; 

Peii.odic  Review  Ilcsults; 

(to  be  filled  in  by  DCI) 

Study  Objective:  tq  investigate  more  intensive  chemotherapy  versus  less 
intensive  chemotherapy  in  the  treatment  of  high  risk  and  standard 
risk  acute  lymphocytic  leukemia 


Facility: 


Dept/Sve 


Technical  ApiJroacli;  Randomized  study  between  throe  arras 

1)  vincristine,  prednisone,  L-asparaginase,  cranial  radiation  v/ith 
intrathecal  methotrexate,  6-mcrcaptopurine,  methotrexate,  drugs 
during  maintenance  adjusted  to  keep  the  V/BC  at  3000-4500; 

2)  same  as  l)  4xcopt  maintenance  V/BC  kept  at  500-3000; 

3)  vincristine,  prednisone,  L-asparaginase,  cytoxan,  intrathecal 
therapy  v/ith  methotrexate,  hydrocortisone,  and  cytosine  arabinoside. 

Progress  during  FY-SO:  intravenous  raethot.rexatc,  oral  G-mercaptopurine. 

6  V/R/J-IC  patients  entered  on  study,  1  died  during  induction  of  CMS 

bleed,  5  successfully  in  primary  maintained  remission. 


Niunber  of  sub t eels  to  be  studied  before  completion  of  study:  _ 

Scrious/unexpccted  side  effects  in  subjects  p/irticipating  in  project:  — 


Conclusions:  study  remains  open  until  the  second  generation  study 
(ALinC  13)  is  activated  in  late  19B0  or  early  1981. 


Ihibllcations  or  Abstracts.  FY-80: 


Associate  lavestigators: 

Paul  J.  Thomas  MD,  LTC  MC 
David  McLeod  M.U,  LTC  MC 
V/illiain  Neglia  MD,  LTC  MC 


Keywords:  v/ilms'  Tumor 


Acciimulative  MEDCASIS 
Cost: _ 


■-  y-SO  MCDCASC  Cost: 


Facility: 

Dept/Svc 


Accutnulative  Contract 

A. 

Cost; 

C 

Veriodic  Kevi'-iV  pos'j.lts 
(u}  ba  filled  in  by  llCI) 


Study  Objecra. 'j;  fjiQ  investigate  the  therapy  of  difforent  .stage  and 
histology  V/ilms'  tumor  vd.th  surgery,  radiation  therapy,  and  chemo¬ 
therapy,  '  .  ■ 


Technical  Appr  oach;  zed  study  by  stage  (I--IV)  and  hi.stology 

(iavorable  or-  unfavorable)®  Stage  I  (fav)  -  cliomothora.py  vdt)i  vin¬ 
cristine  and  actinomycin-D  for  10  weeks  versus  6  months.  Stage  II 
(fav)  -  2009  R  versus  no  radiotherapy;  vincristine,  actinomycin-D, 
adriamycin  versus  intensive  vincristine  and  actinomycin-D,  Stage 
III  (fav)-  1000  R  versus  2000  R  radiotherapy ; Chemotherapy  same  as  II 
Stage  IV.  and  all.,  (unfav)-  radiation  therapy  with  vincristine,  •  actino 
Progress  daring  FY-SO:  mycin-D,  adriamycin,  -  .cytoxan. 

Two  patients  v/ere  entered  on  therapy  and  both  have  remained  free  of 
disease  so  far. 


Number  of  subjects  to  be  studied  before  completion  of  study:  ■ — _ 


'b;rious/unexpecfced  side  eCfects  in  subjects  participating  in  project:  — 


Conclusions:  study  remains  open 


Publications  or  Abstracts.  FY-80:  — 


Date:  PO  OCT  oO 

Protocol  No:  -f,  iPS 

Status:  Interim 

Evaluation  of  MOl?]-  Adjuvant  Chemotherapy  in  the  Treatment  of  Localized 
Keciullohlastoma  and  Ependymoma,  Phaoe  III, 


Starting  Date:  18  80 


lEstimatod  Coinpletlon  Date: 


Ihrincipal  Investigator: .  Frederick  L.  Ruynann  KD,  COL  MC 


Associate  Iirvestigaiors: 

Paul  J,  Thomas  MD,  LTC  MC 

Facility: 

William  heglia  MD,  LTC  MC 

Eugene  George  MD,  COL  MC 

Dept/Svc 

- . - .  . 

Keywords:  Medulloblastoma,  ependymoma,  chemotherapy 


Accumulative  MEDCASE 

Aceumulaiive  Contract. 

Accumulative  Supply 

Cost; 

Cost; 

Cost: 

_ . . . 

......  . .  .  ..  j  -  - - 1 

- - - - 

FY-SO  .MEDGAS.E  Cost; 


(to  be  filled  in  by  DCI) 


Study  Objective: 'X'o  evaluate  radiation  therapy  alone  versus  radiation 
therapy  plus  MOPP  (nustargen  ~  nitrogen  mustard,  oncovin  -  vincristine, 
p_rednisone,  and  procarbazine)  chemotherapy  in  the  treatment  of 
localized  medulloblastoma  and  opendymoma. 


Technical  Approach;  Randomized  study  between  radiation  therapy  and 
radial tion  therapy  plus  MOPP, 


Pi'ooress  durinr>- FY-80:  Eo  ViRAMC  patients  have  been  enteied  on  this 
protocol 


Number  of  subjects  i.o  he  stuclif;tl  before  completion  of  stvidy: 
Sericms/unexpected  side  effects  in  subjects  participating  in  project:  — 


Conclusions:  Study  rerru'dns  open 


Ikiblications  or  Abstracts.  FY-SO: 


^  AlOO  636 
dNCLASSlFIED 


HALTER  REED  ARMY  MEDICAL  CENTER  HASHXN6T0N  DC  F/6  6/S 

ANNUAL  PROGRESS  REPORT  (PY-80>  DEPARTMENT  OF  CLINICAL  1NVESTX6A-^CIU> 
SEP  80  T  M  BOEHM 


^0  OCT  80 _ TiVotocol  No:  6^26 

'I'i tie  of  Project;  SV/OG  PROTOCOL  7 99-’i 

T;;crapy  for  E;;tra~ocular  Rotinoblactoina  vrit-h 
cri Stine,  Adriamycin  and  li'i'adiotlotx. 


_ ?->talu5 :  Iiilorim 

_ _ 

Cyclophosphamide,  Vin- 


Staxting  Pate:  14  JUL  80 


Icstimatod 


CoimAefcion  Date:  — 


Principal  Investigator:  Frederick  B.  Ruymann  HD,  COL  HC 


Associate  Investigaiors: 

l>aul  J.  Thomas  HD,  LTC  KC 
Paul  V/hitmore  MD,  LTC  .MC 
Lilliam  Neglia  MD,  LTC  MG 


Key  Words:  jjg^j^j^Q-jjjLastoma,  extra-ocular 


Facility: 


Dept/Sve 


Accumulative  MEDCASS 
Cost:  _ _ 


Accmnulalivo  Contract  Accumulative  Supjily 

Cost;  Cost: _ 


i’r-SO  AIEDCAS.E  C'ost:_^ 


Periodic  Pcvia’.v  P.o:.nuiy;_ 
(to  be  f  illed  in  13)^  DCI) 


Study  Objec-tive:  To  study  the  effect  of  chemotherapy  end  radiation 
therapy  in  the  treatment  of  extra-ocular  retinoblastoma  by  class 
(degree  and  type  of  spread) 


Technical  Approach: Hon -randonil/.ed  study  v/ith.  treatment  regi.mori 
specified  foi'  each  class  Class  1  -  chemotherapy  vdth  \dn- 

cristine  and  cytoxan;  class  P.  -  chemothei*apy  v/ith  vincristine, 
c^'toxan,  adriamycin,  intrathecal  three  drug  therapy,  and  radiation 
therapy;  class  3>  4j  and  5  use  the  same  treatments  used  in  class  2 
but  vary  the  length  of  therapy  and  use  the  intrathecal  therapy  onl 3 
if  there  is  danger  of  spi’cad.  to  the  spinal-  .fluid, 

Progress  during  Fy-80;  One  patient  has  been  entered  on  this  study  euid 
is  tolerating  the  tlierapy  very  \rell. 


Number  of  subieefs  to  be  studied  before  completion,  of  study:  — _ 

Perious/imexpected  side  effects  in  subjects  participating  in  project:  — 


Conclusions:  Study  remains  open 


I’liblications  or  Abstracts.  FY-80; 


Date:  ^0  OCT  80 


I'itle  of  Project:  zi'iOC,  PHOTO 
Kvaluiition  of  Induction, 
J'’eriodic  Reinforcement, 

J^mik£2^1a,,J^}izxaa-JUjL. - - 

Starting  Date:  2  MAY  80 _ 


(Protocol  No:  6 1 27 

Status:  Interim 

FinalX 

COL  .V  7721 

RcmiGsion  Muintenojice  v.-ith  and  v.athout 
and  CJIO  Prophylaxis  in  Acute  lion-Lyrnphocy tic 


(Estimatecl  Completion  Date: 


Principal  Investigator;  Frederic!-.  D.  Ruymann,  MD,  COI.  liC 


Associate  Invastigaiors:  Facility: 

Paul  J,  Thomas,  MD,  LTC  KC  - - 

V/illiara  Neglia,  MD,  LTC.HC  Dept/Svc 

Donald  Karcher,  MD,  MAJ  MC  - 


Key  Words. Non-Lymphocytic  leukemia 


Accumulative  MEDCAS.E 

Accumulative  Contract 

Accumulative  Supply 

Cost; 

Cost: 

Cost; 

... 

! .  . . . . 

FY-80  AiSDCASE  Cost: 

Periodic  Eeview  P.esults: 

(to  be  filled  in  by  DCI) 

Study  Objective:  To  investigate  the  induction  rate  in  non-lymphocytic 
leultemia  of  vincristine,  adriamycin,  and  prednisone  (VM^);  to  in¬ 
vestigate  the  effectiveness  of  CNS  prophylaxis  with  radiation  therapy 
and  intrathecal  therapy  vdth  methotrexate,  hydrocortisone,  and  cyto¬ 
sine  arabinosid/e;  to  investigate,  the  effect  of  periodic  reinforcement 
(VAP)  on,  maintenance  therapy. 

Teclinical  Approach:  Standard  VAP  induction  vdth  alternate  in  duction 
vdth  6-thioguanine  and  cytosine  arabinoside  (ARA-C)  if  V/iP  induction 
fails.  CNS  prophylaxis  vdth  radiation  therapy  and  triple  intrathecal 
drug  therapy.  Randomized  maintenance  arras  consisting  of  cycles  of 
6-thioguanine  and  ARA-C;  cytoxan,  vincristine,  ARA-C,  and  prednisone; 
i  vincristine,  adriamycin,  prednisone. 


Progress  clurino- IT-80:  Two  patients  v/ero  entered,  on  study.  One  patient 
died^’of  ovcrv/lielrning  varicella  infection  during  induction;  the  other 
has  achieved  a  s^itisfactory  remission  and  is  on  maintenance. 


Number  of  subjects  to  be  studied  before  completion  of  study: _ _ 

Serious/unexpected  s.ide  eCfects  in  subjects  participating  in  project: 


Conclusions:  Study  remains  Oi)en 


Publications  or  Abstracts.  FY-80; 
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Iprotocol  No:  6  \  P.o 


■Ac:_  P.O  OCT  BO _ iProtocolNo:  (A P.o _ _ _ jStiittis:  Interim _ 

Gi  Project;  PIjO  lOgOL  //  79'^  1 

ecus  Therapy  for  ITon-ClJS  Extra-rioduDJ.ary  r):lKeae.o  fn  ciiildren  v/itri 
:uto  l.ynphoblastic  Ijcukeinla,  Phase  !QI 

I  cii Date ;  1  <  MAY  80  fsstimaiod  Completion  Date: _ — _ _ _ 


■  rtinx  i  MAY  80  {Kstimated  Completion  Date: 

.■mcipallavestigalor:  Frederick  B.  Ruynann  KD,  COL  MC 


L.;jociate  lavestigaiors: 


aiil  J.  Thomas  MD,  LTC,  MC 
illiam  Neglia  MD,  LTC  MC 


Facility: 


(Dept/Sve 


;oy  Words:  Extra-medullary  leukemia 


ccumulative 

■:;t: 


ive  IVIEDCASE  Accumulative  Contract 

_ _  Cost: _ _ 


Accumulative  Supply 
Cost: 


•30  LICOCASE  Cost: 


Periodic.  Pevie-.v  Results-.^ 
(to  be  fillscl  in  by  DCI) 


SLucly  Objective:  'Po  determine  the  effectiveness  of  radiation  therapy 
0  local  areas  of  extra--medullary,  hon-CNS  leukemia. 


roohnical  Approach:  fjon-raudomis'.ed  standard  tl) crapy  for  vearious  site  of  • 
cxtrsnedullary  leukemia  —  including  kidneys,  testes,  mediastinum,' 
.'cular  sites,  and  bone.  Systemic  therapy  also  required. 


Progress  during  FY-80:  One  patient  v/ith  T-cell  leul:emia  vrl th  a  testicular 
'Clap sc  responded  well  to  the  radiation  therapy  to  the  testes  but 
uffered  a  systemic  relapse  and  died. 


I irnbar  of  subjects  to  be  studied  before  completion  of  study:  — _ 

:  rious/imexpected  side  effects  in  subjects  participating  in  project:  — 


'inclusions;  study  remains  open 


nblications  or  Abstracts.  FY~80:  — 


% 


Date:  PO  OC'f  00  llh-otocol  No: 

Status;  Interim 

FMaKX 

Multidrug  Adjuv^mt  Ghcnothcrapy  in  Non-mctast&tic  Osteosarcoma, 
Conu-.rison  of  COnPADMI-I  with  COMPADRI-V 


St:rrtins  Date:  ■'^Q  HAY  80 


E  stimated  Completion  Date :  -  - 


Principal  Investigator:  Frederick  B.  Ruymann,  MD,  COL  HC 


Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  MC 
Monroe  Levine.  MD,  LTC  MC 


Facility: 


Dept/Svc 


Keywords:  Osteosarcoma,  chemotherapy 


Accumidative  MEDCASE 
Cost: 


Accumulative  Contract 
Cool: 


Accumulative  Supply 
Cost: 


FY-80  AIEDCASE  Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  compare  tv.'o  chemotherapy  and  surgery  regimens  in 

the  treatment  of  osteosarcoma  (non-aetastatic) , 


Technic^  Approach:  Randomized  study  between  surgery  followed  by 
CONPADRI-I  chemotherapy  (cytoxan,  vincristine,  melphalan,  and 
adriamycin)  vers“us  high  dose  methotrexate  for  7  courses  followed 
by  surgery  follov/cd  by  cytoxan,  vincristine,  melphalan,  and  adria¬ 
mycin. 


Progress  during  FY-SO:  j.jq  v/RAMC  patients  hcive  been  entered  on  this 
protocol 


Number  of  subjects  to  be  studied  before  completion  of  study: _ _ 

Serioiis/unexpected  side  effects  in  subjects  participating  in  project; _ 


Conclusions:  Study  remains  open 


Publications  or  Abstracts.  FY-SO: 


649 


CGT  60 


_ _ _  I Px~uto:-oI  No:  f:  i pQ _ _ Str;lu:s:  Tntcx'im _ _ 

Litlcj  of  Project:  n^yiQO  PROTOCOL  //  6002 

G-r.;' ination  Cheno  therapy  v.i  th  Adriasiycin,  Cis“dia:::i.iinedic.’!  oro})3  atinu 
i-acriatine,  and  Cytoxan  in  Children  vritti  Metastatic  Leurobj.astorna, 

_  ___  _  _ _ _ _ 


'■  3i-tia>3;  Date:  1  QCT  60 _ l&Istiinated  Comi>letion  Date: _ _ _ _ 

I h’ijicipal Investigator:  Frederick  B.‘  RUymann,  MD,  COL  IIC 


Associate  Investigators: 

ul  J,  Thomas,  MD,  LTC,  MC 


Dept/Svc 


Keywords:  Keuroblastoraa,  Stage  IV,  chemotherapy 


Accuxaulative  MEDCASE 
Cost; _ ^ 


'Y-SO  J.IEDCA-SE  Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Periodic  Revie', y  Il£;s>jlts: 
(to  be  filled  in  by  DCI) 


Study  ODjective:  To  investj.gato  the  of fcctivenaos  and  tqxicities  of 
four  drug  chemotherapy  on  childhood  metastatic  neuroblastoraa. 


Technical  Approach:  Non  randomized  study  using  vincristine,  cytoxan, 
.driamycin,  and^cis-platinum  in  children  v/ith  stage  IV  neuroblastoma 
atient  must  have  a  measurable  lesion. 


Progress  during  F5r-80;  No  V/RAMC  patients  have  been  onterQd  on  this 
)rotocol.  ■  - — - . . . .  . .  ..  .  .  . 


Number  of  subiects  to  be  studied  before  completion  of  stud 


Scrious/unexpected  side  effects  in  subjects  parlicipating  in  project: _ 


Date:  20  OCT  80 

! Protocol  No:  61^1 

Status:  Interim 

Final  X 

Title  of  Project:  gv/OG  PPOTOGOL  //  8075 

Circulatins  Immune  coi.iiiey.es  In  Pediatric  Malignancies 


Starting  Date:  i  pr/.'  80 


[Estimatetl  Completion  Date: 


Principal  Investigator:  Frederick  B,’  Ruyicann, 


Associate  Investigators: 

Paul  J.  Thomas,  MD,  LTC  MC 
Barbara  Detrick-Hooks 


Facility: 


Dept/Svc 


Key  Words: 


Immune  complexes,  maligncincy 


KD 


> 


COL  MC 


Accumulative  MEDCASE  Accumulative  Contract 

Cost;  Cost: 


Accumulative  Supply 
Cost; 


FY-80  MEDCASF  Cost: 


Periodic  Review  Piesults: 


(to  be  fiBed  in  by  DCI) 


Study  Objective:  measure  levels  of  circulating  immune  complexes 

before  therapy,  during  the  course  of  therapy,  and  after  therapy 
in  pediatric  patients  with  acute  lymphocytic  leukemia,  neuroblastoma, 
acute  non-lyraphocytic  leukemia,  and  osteosarcoma. 


Technical  Approacli:  Serum  samples  analyzed  j.n  reference  laboratory 
for  presence  of  circulating  immune,  complexes,  and  correlation 
v/ith  type  of  disease,  therapy  given,  and  success  of  therapy  made 
v/ith  the  immune  complexes  data. 


Progress  during  FY-80:  Ho  V/KAI^iC  patients  have  yot  been  entered  on  this 
study. 


Number  of  subjects  to  he  studied  before  completion  of  study: _ ^ 

Serious/iuiexp)ected  side  effects  in  subjects  participating  in  project:  -- 


Conclusions:  Study  remains  open 


Publications  or  Abstracts.  FY-80: 


jiiie  oi  Project;  ip.terruptio.’i  of  .‘ivTintenar.ee  i'Ir?uroleptic  Therapy 


Starting  Date:  15  Qct  77 _ 


Dstlniatcd  ComylotLon  Dale:  5;?--.  rn 


Principal  Investignl;  :>r; 


R.  Harlan  Bridanbaush,  COL,  MC 


Associate  Investigators: 
vlaraas  G.  Hunter,  I!AJ,  MC 
Robert  L.  Bank,  HAJ,  MC 


Facility: 

V/alter  Reed  Ariny  Medical  Center 
[Dept/Svc  Psychiatry 


Key  \7orcls:  Prolactin;  .Taiiroleptic  Therapy;  Discontinuance 


Accnmuilative  MKDCASF. 

Cost; 


Accumulative  Contract 
CTc.:.- 


Acciunri] alive  Supply 
Cost: 


ry-SO  MEDCASD  Cost; 


Periodic  Review  Results; 
(to  J  c  iLUeJ  ia  by  DCI)  • 


Study  Objective;  (])  jq  determine  the  immediate  and  long-term  results  of  interrupting 
Maintenance  neuroleptic  therapy;  (?)  to  compare  three  and  twelve  v/eek  schedules  for 
tapering  neuroleptic  therapy;  and  (3)  to  determine  the  relationship  between  serum 
prolactin  and  clinical  status  durinej  reduction  f  neuroleptic  therapy. 


Tecnnical  Approacli;5yg^j,|,ijjj..j^  evaluation  of  patient's  mental  status  and  psycho¬ 
logical  functioning  by  standardised  rating  scales.  Monitoring  of  serum  prolactin 
levels  during  tapering  and  after  discontinuance  of  maintenance  neuroleptic  therapy. 


I’roe.cess  during  FY-yO; 


See  attached  continu.ation  sheet. 


N'lirnbe 
Seri  oil 


c  of  sub  I-.'  c  t  s  (o  !;c  studied  befor  e  completion  of  shidvSoo  attached  continuation 
.;Ain&.-<pecf«d  .side  c-rtcets  In  .sul.jects  jiariicipating  in  project: 


sheet 


ConciUision.s:  -|o  definitive  conclusions  can  be  made  but  it  does  appear  that,  for 
some  patients,  doses  of  maintenance  neuroleptics  too  lov;  to  raise  prolactin  levels 
v.'ill  maintain  remission  from  psyciiosis. 

J’uljL'c.'itions  or  Alj.';tr;icts,  FY  -SO: 

Hone.  •  ■. 


1 


Protocol  No:  7111 


"Interruption  of  .idititc-riance  Neurolvotic  Tnerapy" 


Pronress  during  FY-30:  Three  (3)  more  patients  ';ere  entered  into  the  study 
during  FY-oO  ~ ITringirig  tiie  total  number  of  subjects  to  six  (5).  T'./o  patients 

v/ore  unable  to  maintain  remission  without  neuroleptics  (one  \/as  hosoitalized 
and  the  other  v/as  re-started  on  neuroleptic  tlierapy  as  an  outpatient).  The 
third  patient  became  hyponanic  and  responded  to  lithium  carbonate.  Prolactin 
levels  for  patients  from  FY-30  are  pending  on  samples  that  had  been  kept  frozen 
at  -70°  C.  Values  from  patients  studied  in  FY-73  \;ere  within  the  normal  range 
but  did  siiow  a  small  decline,  within  the  normal  range,  in  relationship  to  taper¬ 
ing  doses  of  neuroleptics.  The  sample  of  subjects  is  too  small  to  compare  differ¬ 
ent  rates  of  tapering  medication.  The  project  v/as  of  heuristic  value  in  tliat 
prolactin  level  determinations  are  nov/  routinely  used  v/ithin  the  department  to 
assess  patient  cor.ipl iance  and/or  degree  of  bioavailablility  of  prescribed  neuro¬ 
leptics  . 


iiui^j-erjaf  su'.ijeccs  to  be  studied  !>eri^rf:  cn,vr)loJ:ion  of ilA;  project  tfinnin- 
aTod  due  to  reassigimiciit  oTPVlncTp'iirTiivss'ti  gator. 


553 


IX-t;::  G  Oct  30  [I'lotocoT  No:  7314 

Status:  Xs  rVtiPXn 

,1  me  or  a'roj&cc;  Post-Di soharge  Assessment  of  Psychiatric  Patients 

3tartiuc;  Date;  dan  77  {iMstimatocl  Coitudc-iLon  Data:  ^ 

Sao—BO _ 

l^rinc).p:il Investigator:  Donald  VJ.  Hov’gan,  COL,  MC 


Associate  Investigators: 

■a.  Marl  an  Bri  denbaugh ,  COL ,  MC 

Facility:  . 

Walter  Rasd  Army  Medical  Center 

Emanuel  G.  Cassimatis,  l.TC,  MC 
Ciiarles  R.  Privitera,  LTC,  MC 

Depc/Svc  Psychiatry 

. 

Key  Words: 


psychiatric  patients;  fitB;  follow-up 


Accumulative  3MEDCASE 
Cost: _ _ _ 

F  i'^Sol^iDCASE  Cost~ 


Accumulative  Contract 

1  AccumulaKve  Supply 

C<>£;1: 

1  '  Cost:: 

1 

1  Peiioc’dc  De 

vie-,v  Results 

\  (to  be  faied  i.n  by  DCI) 

Study  Objective:  To  establish,  with  the  Department  of  Psychiatry,  WRAIIC,  a 
structured  nistiiod  of  assessing  prc-  and  post-discharge  levels  of  psychosocial 
function  of  psychiatric  patients  seen  by  a  Medical  Evaluation  Board  (!1EB);  to 
compare  pre-discharge  morbidity  with  post-discharge  fuuction  of  psychiatric 
patients  seen  by  an  i!EB. 


Technical  Approach: pi-om  Jan  77  to  Aug  77,  200  consecutive  patients  seen  by  an 
I'iSB  v;ere  entered  into  the  study.  Baseline  psycfiological  and  donographic  data 
were  obtained  while  still  on  an  inpatient  status.  Patients  have  been  follov.'ed 
every  three  months  by  mailed  questionnaires  to  monitor  enotional  and  social- 
vocational  functioning^,, ,Follov/-up- for  each  participant  was  terminated  two  years 
after  departing  WrlAMC.  .  .  .  .  . 

Itrogcess  during  FY-BO:  See  attached  continuation  sheet. 


Ntirr.Lior  of  subjects  to  bo  .sludied  before  completion  of  study:  200 
Sorious/un&xpectcd  sicie  effects  In  subjects  participating  in  project: 


Conclusions:  It  is  feasible  to  follow  patients  by  nail  questionnaire.  More 
specific  information  concerning  outcome  will  be  available  when  the  questionnaires 
are  systematically  assessed. 

Publications  or  Abstracts,  FY-SO;  ;ione. 


Proto'jol  .'lo.:  721*1  "Pro-  and  Post-Di sciiarg'^  Assess" -nt  o'  Psychiatric  Patients’ 


Progress  during  FY-80:  Tlie  return  rate  for  the  ouestiomai  r-'*  liar,  been  approxi- 
riatiTly  80%.  Throo  jiatients  ’nave  co'.aritted  suicide.  '■  fiP''  ra.ig''  of  outcones 
are  thus  far  apparent  v/itii  about  one-third  of  the  group  experiencing  rehospital¬ 
ization  thus  far.  i/e  have  completed  the  operational  phso  and  the  neriodic  mailing 
of  questionnaires.  Examination  of  the  infornaticn  obtained  is  approximately 
one-third  completed.  Preparation  of  final  report  is  planned  in  tl'.e  next  12  months. 


Dct  23' 


'.iirlc  of  Prcjjf:c;{:: 


TT 


Man  age  merit  of  Inpai  rment  of 
Secondary  to  !’syciiotrop  ic  •' led  i  cat  ion 


1 

;  j.Wr.jirv 

r.nnT.ndri  tinn  ^ 

_ _ 

arliir; 


Date:  15  Apr  73 _ ~l:tstin!  a  tod  Co’.nplotioii  D.-ito:  30  30 


1  Vinci  pill  Invoistic^ator: 


R.  Harlan  Brideribaugh,  COL,  HC 


Associate  Investis,ators: 

Ricliard  J.  SapoTis,  MAJ,  AfIC 
Daniel  L.  LaOuke,  CRT,  AilC 
Mary  Barbara  Papineau,  CRT,  A'lC 


Facility: 

Halter  Reed  Army  iledical  Center 


Depfc/Svc  Psychiatry 


Key  V/ords: 


Blurred  Vision;  Anticholinergic/Psycliotropic  Medication 


Accumulative  Mi^DCASE 
Oostt 

Accumulative  Contract 
Cost; 

Accumulative  Supply 
Cost; 

FY-SO  MEDCASF  Cost: 

Periodic  Pa 
(io  be-  xille 

vlaw  Results: 

d  ill  by  DCI) 

ij.uty  ^1  j  dei'eriiiine  the  incidence  of  ir.;pairirerit  of  acco;n;io'Jation 

secondary  to  the  anticholinergic  action  of  neuroleptics,  tricyclic  antidepress¬ 
ants,  and  anti -Parkinson  agents;  (2)  to  evaluate  the  effectiveness  of  optical 
Management  of  such  impairnent  secondary  to  the  above  psychotropic  agerits;  end 
(3)  to  examine  the  relationship  between  dosage  of  medication  end  degree  of 
inpai  risen  t  of  accorri.sodation. 


'I’echnical  Approach:  Patients  v.'ho  viere  receiving  psychotropic  agents  that  have 
anticholinergic  action  viere  evaluated  by  means  of  a  near  vision  reading  card. 

If  blurring  of  vision  was  noted  at  a  normal  reading  distance  (if)"  to  20"),  then 
patient  v;as  tried  on  +  diopter  eyeglasses  in  increasing  increments  of  +0.5  dipoter.- 
Final  strength  of  glasses  dispensed  v/as  determined  by  patient  choice  alone.  Level 
of  medication  v/as  recorded  and  monitored  and  patients  v.’ere  re-evaluated  at  weekly  ' 
intervals. 

I Vop,T&.s3  during  FY-80;  See  attached  continuation  sheet.  ■ 


K I inrtbsr  of  sublfecfcs  to  be  ^tiuUcil  hrifoi'o  cornplolioii  c>C  study:  See  attached  continuatio n  s h e o t 
Morious/unexpactecl  Hide,  cffectc;  in  subjects  jimticiputiu'’;  iapi'ojcct; 


Congl’.'.'ions:  Blurring  of  vision  from  the  anticholinergic  action  of  certain  psycho¬ 
tropic  agents  is  very  prevalent  on  an  acute  treatment  psychiatric  ward.  Tiie  im¬ 
mediate  management  is  the  same  as  for  presbyopia,  i.e.,  the  application  of  +dipotGr 
reading  glasses. 

Publiccihons  or  Ab.stmcts,  Fv-SO: 


fj 


f 


Protocol  i'lo;  7zl7 


"•  lanagoriirnt.  of  Inspainnrait  of  Acco:"odation  Secondary 
to  Psychotroin’c  Medication'' 


Progress  durino  FY-30:  liinetooii  (19)  patients  v/ere  fornally  entered  into  the 
project  in  1978  and  a  large  tiuiiber  of  patients,  oaver  39,  were  issued  eye¬ 
glasses  but  not  entered  into  t'le  study.  Screening  v/as  connleted  in  dune  1978 
on  l/ard  108  on  all  patients  receiving  psychotropics  'v.'it'n  antic'nol ineroic 
effect.  Tv;o-t!iirds  of  triis  sample  shov/ed  evidence  of  innairnent  of  accoiTio- 
dation.  The  results  of  this  study  v;ere  presented  to  the  annual  Departr.vint  i 
Psyciiiatry  Pesearch  Symposium  in  June  1978.  Also,  the  results  of  this  study 
have  been  used  by  the  Principal  Investigator  in  the  teaching  of  psychopharm'a- 
cology.  A  final  report  is  being  prepared  at  the  present  tine  and  will  bp  sub- 
I. lilted  throufjfi  appropriate  ciiannels  upo'-.  completion  of  sat^e. 


ihniber  of  subjrijs  to  L'C  s'a;  Med  bernre  co'nleli en  of 
inLients  Viere  sLuJied' in"  T97d.'  do  furtiier  study  is  pTanneo’. 


.  n !  i 


Drito:  C'  L'ct  80  |]Vnlocol  No:  7218  |Stab'.si ^nt-yOm 


FlVnlocol  No:  7218 


j _ '£V,i})X 

'■J'icle  of  Project:  p^ysos t j ymina  Infusion  and  LitliiuM  riosponsivity 


ntcDaie:  25  Feb  SO 


li 


itimatecl  Coin'oletioii  Data:  Oun  81 


Principal  Investigatoi';  Paul  .‘Isuhouse,  CPT,  HC 


Associate  Investigators: 

R.  Harlan  Bridenbaugh,  COL,  ilC 
;?.ob2rt  Uatson,  COL,  MC 


Facility: 

Walter  Rood  Army  Medical  Cert  ter 


pept/Svc  Psychi  at  ry 


keywords:  Piiysostigmine-lithium  responslvity 


A.  c  o  "11  ml ;  i.t  i  vc  Ct  of  i!:  r act 
Cost: 


AccurTV-O. stive  fiupply 
Cost;  ^  "  . 


Per  iodic  Review  Results:  _ 

(to  be  filled  in  by  DCI) 


=--btudy  ODjecuve:  jq  examine  the  mental  status  changes  induced  by  physostigmine 
infusion  and  to  detennine  if  litlriuni  responsivity  is  related  to  sudi  mental 
status  changes. 


lecluucal  A.pproacli;  p^itionts  who  are  going  to  begin  littiiiim  therepy  are  observed 
for  43  hours  with  no  neuroleptic  medication.  Patient  then  receives  two  infusions 
(one  placebo,  one  pITysostignine  -  4  mg.)  on  two  separate  days  utilizing  a  random- 
ized,  double-blind,  crossover  design.  SystomaLixed  ratings  of  rental  status  arc 
,;ac'e  v/hile  undergoing  the  infusions  and  v/!iile  on  lithium  therapy. 

■^^IhrogTcss  during  py “SO:  See  attached  continuation  sheet. 


1  ^ u r nl ; or  of  siibiRcbs  to  bo  stufUed  liefore  cornpljfion  of  ntndv:  Ten  (10) 
ScrioMs/unaxpoefced  .side  effects  In  subjects  participutmg  in  project: 


Conclusions:  fione. 


Pnbbcntions  or  AlmLr.n;!:;,  py-SO:  Hone. 


Protocol  .No.  :  7213 


Pliysosti gi;tirr;  InFusion  iind  l.itoii;:-.  P.-'icponci vi ty 


Progress  durinn  FY-30:  One  patient  has  been  entered  into  the  study,  Tv/o  patients 
ijave  declined  participation.  Ilultiple  Factors,  includin;;  recent  reacsi gruneiii 
of  an  .'■••ssociate  Investigator  (PJI3),  have  ir.ipeded  progress  on  this  protocol, 
and  as  of  this  date  it  is  doubtful  that  further  work  is  feasible.  However,  the 
Principal  Investigator  desires  to' keep  protocol  extant  in  t'ne  event  ot'ncr 
associate  investigators  can  be  obtained. 


559 


f 


Date;  G  Get  1  PrcLucol  IMo;  7219  ! 

bitle  of  Project:  RoHability  of  Serum  Tricyclic  Antidepressan^ 

I-'ia':'! 

t  Levels 

Stiu'tincc  Daio:  ^r^  70 _ 

Princi'Kil  Invcsliiiator: 


ir^stiniatod  Coiupl e t Lon  D? ter 


Robert  L.  Bank,  MAJ,  f’.C 


Associate  Investigators: 

R.  Harlan  Bridenbaugh,  COL,  nC 


Facility; 

Walter  Reed  Arny  P.edica'I  Center 
Dept/ovc 


Ps'/chiatrv 


KcyV/ords;  Antidepressant,  tricyclic;  blood  levels;  reliability 


Acciunulativ.--  PJ T-:  i JCASri 
Cost: 


Ac<;utn\ 
Co- ;t; 


lativo  Contract 


A  ccMmuL'i'lvc  Supply 
Ooot: 


FY-SO  MCDCASC  Cost; 


Pc'dodio  T'cview  Rs5'.!lts;_ 
(i;o  be  filled  m  by  DCI) 


•S...ciy  Objective. -j-Q  examine  tiia  reliability  and  validity  of  laboratory  reportinq 
of  serum  tricyclic  antidepressant  levels. 


1,1  ■  20  cc,  blood  samples  v/erc  drawn  from  patients  taking  amitripty¬ 

line.  4-5  ml.  scrum  samples  were  nailed  simultaneously  to  two  different  corn^iercia'I 
laboratories  offering  analysis  for  antidepressants. 


l^rogre.ss  during  1:  y -BO:  jgg  attached  continuation  sheet. 


Is'unibqf  of  siib|ei--ts  to  ire  utudiorl  Indore  comnlrtticm  of  Ktudy:  Sov'^n 

ScTiou.s/une.\7jec:tf;d  side  eifect.s  !;>.  subjects'  p.'aticipating  in  project: 


Co/iclnsions:  Until  further  data  is  gathered  from  or  provided  by  laboratories  offer¬ 
ing  tricyclic  antidepressant  blood  levels,  such  blood  levels  should  be  interpreted 
i/ith  caution. 

Jhiblic.-’tions  or  Ali.slrnct;;,  FY-SO;  ;lone. 


f'rotocol  ilo;  7219  "Reliability  of  Serum  Tricyclic  Antidepressant  Levels" 


Progress  during  FY-3Q:  Seven  (7)  patients  were  entered  into  the  study.  Level 
determined  by  ^ach  of  tfie  two  labs  v/ere  in  fair  agreeriont  in  t!ne  lower  range 
(SO  to  ISO  ng/nil).  However,  one  patient's  levels  were  returned  as  5S3  ng/ml 
vs.  191  ng/ii)l  (botii  these  are  in  the  higher  therapeutic  range).  The  second 
part  of  the  study  (i.e.,  to  send  sequential,  identical  serum  samples  to  the 
same  lab)  was  not  undertaken  because  of  the  relatively  poor  correlation  of 
results  noted  between  the  two  labs. 


1 1  'jdtdool  >T>): 


].S:  .'’.t’.i  i< :  XKa'.'c  iri  i’A 

77  [7  riii^r  ~ 


■j  j tie  uf  Projec  t:  The  Devcilop!  iOnthl  SiemTicaiice  of  'i  ransi  t:ic,:iaT  oTjecfs' 


Siui-tln;.;  Dote:  3  !'ar  30 _ 


ii 111  <-'oHiplet».on  C.ito:  , i  do  fjO 


Priacipid  Invasii?.ator:  James  G.  Hunter,  I1AJ,  llC 


Associate  lavestiitators; 
n.  ilarlan  Bridanbaugh,  COL,  MC 


Facility: 

Malter  Peed  Ar^y  Pgdical  Center 


Dept/Svc  Psychiatry 


Key  V/ords:  Transitional  objects/podiatric  clinic/clii  Id  psychiatry  clinic 


Accumulative  hlEDGASE 

A coumu  1  al i. vc  Coi it rac t 

Ac  c  lun  ulali. ve  Supply 

Cost; 

Cost: 

Cost: 

FV-SO  'ivi.KDCASF  Cost; 


Fo;  'odic  Ccv'jcv/  CcomICs: 
(to  bo  filled  in.  by  DCI) 


'.Study  Objective:  (gj  compare  the  incidence  of  tfic  history  of  transitional  objects 
in  a  general  pediatric  population,  ages  G-IO,  with  the  incidence  of  transitional 
objects  in  tiiO  same  ago  group  in  an  outpatienl  child  psycliiatric  populatiorc  and 
(b)  to  correlate  the  presence  or  absence  of  transitional  objects  \/ith  maternal 
assessment  of  prolilem  beitaviors  in  their  drildion  as  r;east;rcd  by  the  Conners' 
Behavioral  Hating  Scale. 

Technical  Approach: accoiiijjanyitig  cfiildren  beia;.  oa  the-  aoes  of  b-10  to 
either  the  pediatric  or  cirild  psycliiatry  clinic  ware  as'cod  to  complete  question¬ 
naires  that  polled  dGiTiograpfric  and  behavioral  information, 

t 

Progress  during  FY-8J:  Questionhai res  wore  co:aploted  by  50  notiiers  in  the 
pediatric  clinic  anef  by  P.5  mothers  in  the  child  psychiatry  clinic.  Results 
were  placed  c.n  flos/  sheets  and  statistical  evaluation  '..-as  coryleted.  The  Wil- 
coxen  Rank  Sum  Tost  was  used  to  compare  the  tv/o  clinic  samples.  Tiie  Principal 
Investigator  presented  results  of  the  study  to  t!ie  Annual  Department  of  Psychiatry 
Research  Symposium  on  13  June  1980. 


tl  a  ml  )or  of  subjects  to  bo  ■‘;!.uuicill)i  d.oro  c-oiTipIotion.  (>f  .•.'li.li’t See  “Pronyor-.t;  Hurinc  FV  -  {30 '  ‘ 

.Sorious/unexpactod  .side  effect:;  in  subjects  j)a.r)icipal.mg'  in  project;  iTona 


Conclusions:  j||g  presence  or  absence  of  a  transitional  object,  as  reported  by 
maternal  polling,  has  no  relationship  to  the  presence  of  psychopathology  as  measured 
by  the  befiavior  symptom  checklist  employed  in  this  study, 

Ihiblicatlons  or  Ab;str;icts,  Fif-SO; 

Paper  presented  to  Annual  Department  of  Psychiatry  Research  Symposium 


_ IjL/.l/RQ- 


!l\-otoc:o]  r.o:  72?] 


Isialus;  Interim  X 

T  Tiu^ - 


Title  of  Project:  ' - 

"Tfie  Effect  of  Hypnotic  Intervention  on  the  Electroenccplialograni 
of  Low,  Mediuni  and  Migfi  Hypnotic  Patients" 

S'tartinii' Date:  .i,,nn  lORn  iDstimri-ted  Comnletion  D?.te:  FeLmarv  i‘J8 


St :> rtint;'  Pat e :  . i , , ,, n  i  q R n _ _  (fif;tim:i.ted  ComnleMon  D?.te:  February  1981 

Principal  Iiivestifiator:  Harold  J.  Wain,  PhD 


Associate  Investiijators:  - 

Glenn  Harper,  MD 
Bahaman  Jabbari,  MD 


Key  Words: 

Acciunulative  rtlEDCASE 
Cost: _ 

FY-SO  iliEDCASE  Cost; 


Facility: 


WRAMC 


Department  of  Psychiatry 

Dept/Sve  ,,  ,  r- 

^  Kcurologv  Service 


y \ c 0 vt n  1  •  •  ■>  >  1 1 ve  Co n.t r ;i  cf; 
Cost: 


Acc.isi'iiJarivo  f^nooP 


1  Cost; 


I  Periodic  Pevievv  Results: 
I  (to  he  filled  in  by  DCI) 


Study  Objective; 

To  explore  the  effects  of  hypnotic  intervention  on  the  enccplialographic  tracings 
of  low,  medium  and  high  hypnotic  capacity  patients  before,  during  and  after  tlie 
induction  of  a  hypnotic  trance. 


Technica.1  Approach: 

Each  subject  is  to  be  evaluated  for  their  hypnotic,  capacity.  The  subjects  arc- 
then  placed  in  low,  medium  and  high  hypnotic  groupings.  LLG  recordings  are  then 
taken  on  one  occasion  before,  during  and  after  the  induction  of  a  hypnotic  state. 


Progress  during  FY-fK): 

Six  subjects  have  been  evaluated  as  of  this  date,. 


Kumbor  of  .subjeefs  to  bo  .studied  before  coitiTiletion  of  ^ 

Scriou.R/unexpccted  .side  effects  ui  .subjects  )iprticipatiii'’;  in  project: 


Coiicltisions; 


Cannot  draw  conclusions  at  this  time. 


I’ublicatioris  or  Abstrac  ts,  FY-  80: 


f 


Duto:  10  OCT  1930 


Tiili  of  Project: 


•  llh'otocol  No;  7300 

ir-D  rollow-'Jp  study  (Establishment  of_ 
Normal  Controls  for  Neurophyschological  E 

r  Fiiioi 

xanii  nation) 

Stiu'tlnu'  Dp.te:  October  1975  _  Mstiraated  Completion  Date:  OtTcober  r?5C 


Pi'incipal Investigator:  Francis  0.  Fishburne,  Jr.,  LTC,  MS 


Associate  lavesfagators: 


Facility:  Walter  Reed  Anny  Medical  Center- 


Dept/Svc  Psychology  Service 


Key  Words; 


Neuropsychological  Examination,  Normal  Controls 


Accumulative  i'.IEDGASE 
Cost;  $0  _ 


Accumulative  Contract  Accumulative  Supply 

Cost;  $0  Cost:  $0 


i'V-?''  TJEDCAS-:  Cost;  <:n 


Periodi  c:  Pcvieoc  Pesults: 
(CO  bo.  .fined  in  by  DCI) 


Study  Objective;  fo  obtain  approximately  seventy-five  (75)  volunteer  subjects 
for  rieurophysological  evaluation  to  compare  v/ith  I.SD  follow-up  study  subject 
population. 


Technical  Approach:  Subjects  were  to  be  screened  v.'itn  fu'el  iminary  tiourological 
examination,  electroencephalogra{)hy,  and  computet  i zed  axial  tomography 
(CATSCAfI).  Computerized  axial  tomography  support  provided  by  NIH  has  been 
terminated  and  this  portion  of  the  screening  has  been  dropped. 


.Progress  during- FT-SO;  Ten  volunteer  subjects  have  been  evaluated  i^roviding 
a  current  total  of  37  normal  control  subjects  evaluated. 


N itmber  of  subjects  io  bo  .staicUed  laefore  completion  of  study:  _ 

Eerious/unexpected  side  effects  in  subjects  particripating  in  project:  ^ 

NONE 

ConclusiorcH: 


I ’itbli cations  or  Abstracts,  FY-80:  NONE 


/ 


V/ork  Unit  No. :  7300 

Title  of  Project:  LSD  Follow-Up  Study  (L'stabl ishment  of  llorrnal 
Controls  for  Neuropsychological  Exainination) 

Investigators :  Francis  J.  Fishburne,  LTC,  MSC 

Objectives:  To  obtain  base  rate  values  of  a  neurologically  screened 
normal  adult  population  with  respect  to  the  Hal stead-Dei tan  neuro¬ 
psychological  battery. 

Technical:  Volunteer  subjects  are  first  screened  using  a  clinical 
neurological  examination,  electroencephalography,  and  computerized 
axial  tomography  (CAT  scan).  Subjects  v/ho  are  normal  on  all  screening 
procedures  are  then  administered  the  Hal stead-Rei tan  neuropsychological 
battery. 

Progress  and  Results:  Thirty-seven  (37)  subjects  have  been  evaluated 
to  date. 

Conclusions:  Deferred. 

Funds  Utilized:  None 

Funding  Requirements,  FY-81:  None . 

Publications:  None. 


Type  of  Report:  Interim. 


Date;  5  October  1S?.0  ilb.-otocol  No;  7301 

Istalus;  Inter irn 

T'Kle  o?  Ibroject:  Busel i ne  I'.'iPl  Profile  for  an  Activ 
Mi  1  i tary  Popul a ti on 

e  Duty 

1 

Rturtiug  Date:  3  January  1980  lEstiinated  Covnplot 

ion  Date; 

October  1981 

iVincipal  Investigator:  Francis  J.  Fishburne,  Ph.D. 

,  Chief, 

Psychology  Service 

Associate  Invcstigaf.ors: 
Bruco  R.  Lockwood,  Ph.D. 
Thomas  VJ.  VJadciell,  Ph.D. 


Facility;  Halter  Reed  Army  [■iedica'I  Center 


,  Psychology  Service 
Dept/Svc  department  of  Psychiatry 


Keywords:  f'MPI,  Military  Norms 


Accumulative  MKDOASE 
Co.st:  NOMF 


Accumulative  Contract 
Cost:  $1 ,550 


Acciunulaiive  Supply 
Cost;  $1 ,574 


rv-80  rdsncAsr:  Cost; 


Por'ocorj  };c.ivc'”t'^  .llcsvilir, : 

(u;  tiu  illlcd  iu  by  DOi) 


Study  Objective:  jq  obtain  normative  data  for  an  active  duty  military  population 
on  the  various  scales  comprising  the  Minnesota  Multiphasic  Personality  Inventory, 
an  objective  porsonality  assessment  device  frcquoMtly  by  mental  health 
professionals.  It  is  expected  that  the  normative  data  will  be  collected  from 
approximately  5,000  active  duty  military  pcrson.nel . 


Technical  Aihu'oach:  The  technical  approach  rei;'.ains  ucchr.ngod  in  terms  of  the 
experimental  iiistruments  being  utilized;,  however,  some  modification  has  been 
made  in  the  order  in  which  the  instruments  will  be  administered.  Following  the 
explanation  of  the  research  project  and  the  subjects'  signing  of  the  volunteer 
agreement  form,  each  subject  will  be  adimlnistered  the  HMPI,  the  Shipley  Institute 
of  Living  Scale,  and  a  background  information  questionnaire,  in  that  order.  The 

in  one  session  of  approxiisatoly  two  hours  in 
procedures  have  been  devised  in  detail  and 
the  testing  materials  necessary  for  the  project  have  been  acquired.  Two  pilot 
projects,  totaling  50  subjects,  have  been  conducted  to  test  the  feasibility  and 
. n>~artira1  ity  nf  thp  . rp<;prirrK.  dpsi^r^-Uj.Lth_Tlm_ovperAraenlal-p.cQ£LPtIut:p-<^.  hp.i  on 

Kuruber  of  subjecls  to  be  .studied  before  completion  of  shicly:  5,000  _ _ _ 

S'jrioits/imexpected  side  effects  in  subjects  j)art;lcipatinp;  iu  project:  fioNE 


experimental  da i;a  will  be  collected 
•j:4^3|^ess  during  FT-SO:  Lxperiifienfal 


Conclusions;  Undetermined 


ITiblicntions  or  Abstracts,  FY-SO: 

» 


1,.SG 


r 

/ 


f 

i 


Progress  during  FY-SO:  (Continued) 

determined  to  be  effective,  with  minor  alterations  in  the  details  of  the 
administration  of  tfie  materials.  A  contract  with  a  civilian  service  provider 
has  been  made  for  the  scoring  of  the  MMPI  data  to  be  collected  during  the 
study.  It  is  anticipated  that  actual  data  collection  will  be  begun  in 
approximately  one  month. 


CLINICAL  INVESTIGATION  PRC-.  A!) 


V’ork  Unit  No.'.  7301 

Funds  Utilized,  FY-80;  $3,124 

Funding  Requirements,  FY-81: 

Personnel :  NONE 
Equipment:  NONE 

Suppl ies:  Xerox  paper,  pencils,  and  other  miscellaneous  costs;  $1,000 

Travel.:  Presentation  of  paper  at  American  Psychological  Association 

convention  in  Los  Angeles,  California:  $1,000  approximately 

Other:  Contracts  for  service  (MMPI  scoring  by  computer):  $1,550 

Publication  and  reprints:  $500 


r» 


10  O.-t  'C’O _ llVdtccol  Ko:  9X1'^ 


'iir'iCi  c>I  Pro; 


•  IT 


I  St:  it  US :  Inter}  i:i _ X 


I'j  uul 


■  .1 , 


patients  vitli  sideconlasblc  anenia. 


i 


P 


_ _  _ _ Ikstimatad  Completion  D:ite: _ 

Principal  luvastigator:  ^TC.  MC 


Associate  Invcstigaioi's: 

VJ  Haut,  LTC,  MC  retired. 

G3  Schechter,  MD,  Chief,  Kem-Onc. 
Washington  V.A.  Hosp. 


-Tt  Hematology,  Internal  lisdicine: 
Facility;  \[?A-X 


Dopl/Svc  Hem/Med  WPAin,  C.I.S,,  WRAl-lC 


Keywords:  vitanin  Bed  Cells,  Iscniazid,  Sideroblastic  Anenij 


Accumulative  MEDCASE 

Cost:  none 

Co,st:  none 

1„,..  . .  .  _  .  . .  _ _ 1 

so  MliDC'-tsS  Cost: 


:  j'.uns 

I’eiiodic  Ku.iov  Fesultv: 

(to  ho  Tided  in  by  DCI) 

'"'Study  Objective; 

1.  To  improve  the  management  of  isoniaxicl  therapy. 

?.  To  idcjil'i  f^'  bi<;chcmi,cal  indicators  fr.r  B^-re.v.ponsive  si  ch-rol)lastic 
■  aner.iia. 


■Technical /pproach;  I  -.  lyrldoxol  kinase  vas  sepat, ated  fron  hcmogl.obin  by 
cViromatography  and  the  effects  of  hemoglobin  binding  on  kinetics  v/efc  defined. 

2.  Previous  data  Vas  collated,  analyzed,  illusti'ated,  and  manuscripts  vere 
drafted. 

3.  Plans  were  made  to  pxirsue  measurements  of  IM  metabolites  in  patients. 

J;.  Plans  were  n?.de  to  pursue  correlations  with  heme-enzymes  in  sideroblastic 
anemias.  .  ,  ,  .  ■  .  _  _  ■  v 

Ihrogress  during  I'Y-80:  '  ■ 


1.  The  effect  of  pyridoxal  binding  to  hemoglobin  on  pyridoxal  kinase  kinetics 
was  defined.  2.  Three  major  papers  were  developed  in  draft. _ _ 

Nu rnber  oE  .subiects  to  ba  sludi  cd  be.Io.ro  completion  ol  .study: _ _ 

Sorious/unexpected  side  effects  in  subjects  participating  in  project: 

Patient  involvement  is  only  to  donate  small  venous  blood  samples.  None. 

Conclusions: 


1.  A  rapid  method  of  analysis  of  erythrocyte  pyridoxal  kinase  activity  was 
developed.  2.  Dissociation  of  biochemical  and  hematologic  responses  to  B5  were 
I'ubj) cations  or  Abstracts,  Fi-80:  found  in  the  side!roblasti c  anemias, 

see  next  page.  .  _ 


#9010  John  A.  Kark,  LTC,  MC 

Publications:  none  co:np].eted  in  JY  '80. 

The  following  manuscript  has  been  completed  and  will  be  submitted  in  the 
next  month:  Kark,  J.A.,  Haut>  M.J.,  et.  al.  A  rapid  flurometric  assay  for 
er5’’throcy te  pyridoxal  kinase  activity. 

The  following  manuscripts  are  written  in  draft: 

1.  Dissociation  of  erythrocyte  pyridoxal  phosphate  levels  and  hematologic 
response  to  vitamin  Bg  in  the  sideroblastic  anemias. 

2.  Erythrocyte  metabolism  of  vitamin  Bg  in  the  sideroblastic  anemias. 

(Authors:  Karkj  J.A.,  Haut,  M.J.,  and  Schechter.^  OS.). 
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problems  with  erythropoietin  supply  and  loss  of  our  technician.  One  patient  with 
hepatitis  had  been  studied,  this  patient,  showed  norrial  BC  progenitor  growth  in  ciiiture 
with  no  evidence  of;  a  seiuiii  snpjire.ssor .  h'o  had  no  problenis  v/ith  ihe  miirrovr  aspirnt;.ion 
and  continues  to  be  followed  in  Llic  VffhVMC  Heiaatology  Clinic, 
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Stai'tin^:'  lOal 
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Prb'Cipal  Investigator:  John  A.  Kark,  LTC,  KC 


Associate  Investigators:  Facility:  1-  Hematol  lab,  V/RAIR 

Ij.S.  Lessin,  KD,  Prof  Med,GViUSI  2.  Biochcn.  lab,  VRAt'iC 
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Acciuniilative  Mil  D  CASE 
Cost: _ _ 

FY-  30  ArEDCASE  Cost: 


Accumulative  Contract 
Cost: 


Aca-.rrnulati ve  S’ ’ iJply 
Cost;  SG,194„2'j 


.F-Y.'iic  .EcvA'V  Fc.  uli;:; 
(to  be  ixUed  in  by  DCI) 


Study  Objective: 

1.  To  define  the  effect  of  pyrFloxine  on  erythrocyte  sickling  in  vitro. 


‘Technical  Approach: 

1.  Antisickling  effects  of  pyridoxal  were  contrasted  vtith  pyridoxine. 

2.  Most  of  the  active  work  on  this  project,  in  vitro,  was  transferred  to 
protocol  ,*'9019. 

3.  LS  Lessin  studied  the  effect  of  pyridoxine  on  rod  cell  filterabili ty . 
Ih:ogre.ss  duri.ng  FY-80: 

1.  Increased  filterability  was  deinonstrated  for  pyridoxine-treated  nicV.le 
cells . 


Number  of  subjects  to  he  studied  before  completion  of  .study: _ _ 

Serious/iinexpected  side  effects  in  subjects  pailicipating  in  project: 

_ None:  at  present,  only  participation  is  donation  of  small  venous  blood  sairiples.  I  1 

Conclusions:  ;  | 

1.  Pyridoxine  has  some  antisickling  activity  by  an  urikown  mechanism.  ,  | 

Publications  or  Abstracts,  Fy-80:  I 

1.  Abstract.  2.  One  -oublicatian  3.  .Patent  iirDlication  avuird„  L 


tiOiiii  t\.  t  FCjVtiiCj  1  )*.L  C»  j  f'iO 


Abstract;  Kark,  JA,  HaniiaVi,  tlS,  Hicks,  CU,  Borigiovannl ,  K.  ,  Lcssiu,  LS> 
and  K.  Hayes.  Vitamin  Eg  aldehydes  as  potential,  antisi  ckl.i  ng  agents. 
Fifth  International  Red  Cell  Coruerence ,  Ann  Ai'hor,  I’icVrigan.,  Rep  '80. 
not  published. 

Publications:  Some  of  our  data  was  included  in  a  review: 

Kark,  J.A.  and  Lessin,  L.S.  Sickle  Cell  Disease  and  Variants  in 
Heraatology  and  Oncology,  M.  Lichtraan,  editor.  Grune  ?c  Stratton,  Inc., 
New  York,  li.Y.,  pp  89-97,  1980. 

Patent  application.  A  US  Gov.  patent  vais  submitted  by  the  Military 
patent  office.  An  award  for  a  supported  patent  application  was  receiA''ed 
by  John  A.  Kark.  Tne  patent  application  has  not  yet  been  acted  upon. 


Fiuiuing; 

Funds  utilized,  FY-80:  $6,ltK'..2r> 
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Principal  Investigator;  JOhn  A.  .Kark,  LTC,  MC 

Associate  Investigators: 

R.  Bongiovanni,  CPT,  MSC 
L.S,  Lessin,  Prof.  Med.,  CT.tUSM 


Facility;-^  ■  Hernatol.  laB,  WRAIR 
Biochem.  lab,  V7RAMC 


Dept/Svcl.  Uen/b'ed  V7R4IR,  C.I.fj.,  WRAttC 


Keywords: 


Antisickling  agents,  red  cells,  IjeiKDgl obi 


oxygen  affinity,  flick  le  Cell 


Accumulative  MFDGASR 
Co.sc; 

Accunuil n.cLv3  Contract 
C.^ost!  f*!  t-vi-*,  i 

[  Accim.iul alive  S:;ni:ly 

i  Cost; 

1 

1 

FY-80  iVIEDCASE  Cost:  h(/^ 

Periodic 
(to  be  fille 

Aoew  Puesults; 

d  in.  by  DCI) 

Study  Objective: 

1.  To  compare  and  contrast  the  antisickling  activity  of  pyridoxal  and  pyridox 
phosphate.  2.  To  develope  safe  prophylaxis  for  sickle  trait  soldiers. 


Technical  Approach:  ^ .  Loading  of  sickle 
2.  Percent  sickling  vas  determined 
tonometry  under  varied  gas  tensions 
with  or  without  PLP  loading. 


cells  with  PLP  wan  followed  by  HPLO. 
as  a  function  of  POg  and  PLP  load  by 
and  examination  of  fixed  sickle  cells 


Progress  during  FY-80: 

The  antisickling  activity  of  PLP  vras  defined  for  varied  PO2  by  the 
above  assay,  and  correlations  were  made  with  oxygen  affinity. 


Kiunuer  of  subjects  to  be  studied  before  coinpletion  of  study:  10 


Scrious/unexpected  side  clfects  in  subjects  pai’ticipating  in  project; 

None:  patient  participation  involves  donation  of  venous  blood  or  saving  blood 
Concluoj on.'r  ^  drawn  for  thiTrapeu' Pc' reasons  ana  otherwise  'discarde d . 

1.  PLP  has  definite  antisickling  activity,  unrelated  to  changes  in  oxygen 

affinity. 

I’liWications  or  Aixstracts,  FY"80; 

•  1  abstract,  1  rc=inuscrint  in  oj’eparation :  next  sheet 


Protocol  /-go IP 


.TT;ii^  A.  KAHKj  V.C. 


Publications  FY  ’80; 

1.  Abstract;  Inhibition  of  erythrocy te  oJcklin"  by  pyridoxal  jAio.cohate. 
Kark,  JA,  Iticks,  CU,  and  Bongiovanni,  R.  Clin  Re.';  23:  31i>A,  I98O. 

2.  Manuscript  in  preparation: 

Kark,  Bongiovanni,  and  Hicks.  .Inhibition  of  erythrocyte  sickling 
pyridoxal  phosphate. 

Data  collection  for  this  paper  is  complete,  and  data  analysis  is 
85^  complete. 


Itmdin"; 

■  •i.'.v’fiij’;  T'o’iii" rornouf s; 

Personnel;  GS-OP  20  hr;; 

Supplies:  $6,  (lOO 

Travel;  .000 


Olher; 


500 


[Oiirs^®o3ririV'D:i>3  [fcokikj 

For  ws»  of  th!»  f^rnv  340-15,  propoft*f»t  ojj*r»cy  !•  fAOCnH* 
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SGRD-UVIH-B 

SU3JLCT:  Report  on  Annual  Progress  Reports  for  FY80 


5  Jan  81 


rri’uced  -rodific-i  -lobir.,  ioparction  of  alpha  fro.n  beta  gloni:',  digestion  of  globiii 
chains  to  peptides,  and  analysis  of  n-odified  peptides  and  aniino  acids.  This  is  a 
substantial  piece  of  v;ork,  v;hich  V'/ill  be  dealt  v/ith  in  a  separate  scries  of  papers. 
It  is  covered  by  this  protocol .  However,  if  you  prefer  that  we  submit  iw.-w  protocols 
v;e  certainly  could  do  this. 

3,  Suinniary.  The  first  phase  of  work  outlined  on  both  protocols  is  nearly  completed 
and  of  it  is  written  in  rough  draft.  We  are  preparing  about  five  papers  v/lrich 
will  cover  this  data.  The  second  pfiase  of  the  v7ork,  to  be  done  during  fiscal  year 
81,  is  covered  in  tliese  protocols.  I  don't  see  any  advantage  to  submitting  new 
protocols  to  cover  this  work.  However,  you  understand  the  administration  of  funds 
and  personnel  better  than  1,  and  it  may  be  preferable  to  submit  new,  updated 
applications.  If  so,  please  request  this,  and  I  will  comply  in  February. 


JOHN  A.  KARK,  H.D. 
ITC,  MC 

Uepi  or  Hom.-tolugy 
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Aug  1981 

laves ligator;  John  A.  Kark,  LTC,  MC 


Associate  Investigators: 
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L.S.  Lessin,  M.D. ,  Prof  Med. 
GWUSM 


Facilitv-  Biocheri.  La'b ,  V/RAMC 
’  2.  Henatol.  Lab,  WRAIR 


Dept/Svcl.  O.I.G.  2.  llematol.,  WRAIR,  WRAMC 


Key  Words: 


Vitamin  Bg,  Red  Blood  Cells,  Oxygen  Affinity,  Hemoglobin 


Accuniiilative  MEDCASF 

Acoumulati'-  •  (ionlraot 

Acciunulative  Supply 

Cost; 

Cost: 

Cost:  SI.  886.  00 

.  .  .  ■  ' 

1 

FY-SO  AilifioASi:;  Cost; 


Porjodic  j;e.  vie;v  ilcsnlts:^ 
(i;o  be  iilled  in  by  DCI) 


Study  Objective: 

1.  To  compare  and  contrast  the  site  of  binding  vith  hemoglobin  and  the 
effect  on  oxygen  affinity  for  pyridoxal  and  pyrido.xa.!  jfnosphate , 

2.  To  develope  a  procedure  for  correction  of  the  red  cell  storage  defect 
in  oxygen  affinity  of  hemoglobin. 

Technical  Approach: 

1.  iH-C-pyridoxal  was  prepared  and  cleaned  up  by  HPLC . 

2.  ll*-C-pyridoxal  was  used  to  validate  a  simple  Bio-Rex  HPLC  assay  for 
modified  hemoglobin. 

3.  Rate  of  modification  of  intracellular  hemoglobin  and  stability  of  the  ■ 
adduct  in  the  red  cell  wa.s  tested  using  these  methods. 

U.  An  improved  HPLC  method  for  separation  and  analysis  of  vitamin  Bg  compounds 
■Progxes.s  during  FY-SO:  vas  devised. 

1.  An  improved  method  for  synthesis  of  iF-C-pyri doxal  was  devised.  2,  Tl'ie  rate 
and  extent  of  modification  o^'  hemoglobin  with  pyridoxal  vas  measured,  and  stability 


Number  of  .subjac.ts  to  ba  .shidied  before  completion  of  study:  i  ^^vnow 
Serious/unexpected  side  effects  in  .subjects  participating  in  project:  small  veno\is  blood  donati 
None  possible:  protocol  involves  small  venous  blood  donations. 

Conclusions;  ]  .  Pyridoxal  reacts  vith  red  cells  with  a  tl/2  of  20  min.  Adducts 
arc  stable  in  the  cell  for  several  days. 

2.  Improved  techniques  for  analy.sis  of  B6  in  blood  and  for  identif icatic 
Publications  or  Aixstracts,  FY-BO;  hemoglobin  binding  sites  are  operational. 


■  .  57? 


J 


Pro 


JOP'J 


d  oha  A .  i'liarX  ,  IVi  J ,  l-’.C 


l\iblicationri  and  abni.rucL;;,  FY'CO. 

Abstract:  Kark,  J. A. Hicks,  C.U.,  and  Bonglovanni ,  H.  Modification  of 
intracellular  hemoglobin  by  vitamin  Bg.  B.Tood  (Suppl  l) :  Kovember  '79. 

Manuscripts  in  preparation: 

1.  Kark  and  Bongiovannl.  Preparation  of  ll|-C~;Ayridoxal. 

2.  fiongiov'-amii  and  Kark.  An  improved  HPLC  assay  for  the  Eg  compounds, 

3-  Modification  of  intracellu-la.r  hemoglobin  vith  pyridoxal. 

Kark  and  Bongiovannl, 
colloc'cloo,  is  oo.,ap'.ott.-  for  tb 'se  ,>  p'sexs. 

Funding: 


Funding  utilized,  .I 

fY-aO:  $1,880.00 

Funding  requirements,  FY-81; 

Personnel: 

GS--09  20  hours 

.Svipplies:  . 
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Other: 

600 

Travel: 

.600 
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V/ork  Unit  No 


9021 


Title  of  Project:  lkin:an  Marrow  in  Mouse  Chimera 

Invest i?;ator :  COL  William  H.  Crosby,  M.D. 

Starting  Date:  Use.  of  liuman  tissue  has  not  yet  begun,  Preliminary  animal 
studies  are  in  progress.  Estimated  start  up  for  use  of 
human  tissue  is  1  January  1931, 

Estimated  Date  of  Completion:  1  July  1981 

Objective:  To  establish  proliferating  human  iv.arrov?  ti.ssue  in  mice  after 

ablative  total  body  radiation. 

Key  V.’ords;  Marrow  Transplantation 

Heterologous  Transpl  ootatio:' 

Teclinical  Approach:  A  core  of  donor  marrow  is  placed  in  a  pouch  benect'lj  the 

abdominal  stem  of  a  mouse.  Ten  days  is  allowed  for 
vascularization  of  the  graft.  The  mouse  is  subjected 
to  irradition:  900  r  from  a  Cs  source.  Immediately 
thereafter  a  transfusion  of  10®  donor  marrow  is  given 
intravenously  intending  to  populate  the  grafted  marrow 
tissue. 

Progress  and  Results:  We  have  succeeded  in  transplanting  rat  marrow  into  mic 

but  the  marrow  tissue  has  not  survived,  apparently 
because  of  local  infection. 

Conclusion:  Rat-in-raouse  chimera  has  been  accomplislied  previously.  Survival 
of  implanted  marrov;  tissue  has  not  been  previously  attempted. 
Until  we  accomplish  this  In  tlic  rat-mouse  model,  \7e  shall  not 
attempt  to  work  with  human  tissue. 


Publications:  None. 


V'-irk  I'nit  'o  . :  9022 


Title  of  Pro  ject::  Iron  Tol  erance  Test 

Investigators : 

Principal:  COL  William  K.  Crosby,  H.D. 

Associate:  SSG  Darrell  D.  Ford 

Starting  Date:  9  April  1980 

Estiraaced  Date  of  Completion:  1  July  1981 

Obj ectivea :  To  deten.iine  if  a  small  dose  of  oral  iron  (20  mg)  can  cause  a 

change  in  the  plasina  iron  cone  eoi-,  rat  ion;  effect  upon  such  change 
of  food  and  ascorbic  acid . 

'■■-C'.y  V'ords:  i'.TO’i  absorpt-J.oV' 

.iron  nutT  Ltioo. 

Plasma  (serum)  Iron 

Technical  Approach:  To  a  nomal  fasting  subject,  wc  give  by  mouth  100  mg  of 

ferrous  sulfate  (2.0  mg  of  c^lemental  iron)  .  Plasma  iron 
concentration  is  measured  at  intervals  for  ciglit  hours 
to  see  if  absorption  of  the  iron  causes  an  increase  of 
the  concentration.  Some  subjects  are  fed  at  the  same 
time;  some  are  given  ascorbic  acid;  some  receive  both. 

We  plan  to  substitiite  ferrous  fum.arnte  ff.^r  ferrous 
sulfate.  Furmaratc.  is  less  soluble. 

Progress  and  Results:  Eighty-three  iron  tolerance  tests  have  been  completed 

using  11  healthy  male  volunteers.  Tho.se  who  are  triildly 
iron  deficient  (having  served  as  blood  donors)  have  a 
definitely  increased  plasma  .iron  concentration  after 
■  dosing,  .Ascorbi.e.  acid  dons  not  Increase  absorption  of 
iron-replete  subjects. 

Conclusion:  The  ITT  using  a  small  (20  mg)  dose  of  inorganic  iron  provokes  a 
significant  rise  in  plasma  iron  concentration.  Tliis  pheiiomenon 
may  permit  the  study  of  a!);;orption  o.f  food  iron  without  iising 
radioisotopes . 

J’ublications:  None. 
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Accumulative  Contract 
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Accumulative  Supply 
Co.st:  0 


FY-80  MEDCASE  Cost 


Periodic  Review  P.esults: 
(to  be  filled  in  Ixy  DGl) 


SUidy  Objective;  In-eakdown  of  the  microwave  irradiation  aqiiiinnent  at 

Forest  Gloxi,  this  pioject  lias  been  discontinued.  The  equipment  is  indefinitely 
out  of  service. 


Teclmical  Approach; 


PI 

^  ITogress  during  FY-SO: 


Number  of  subjeets  to  be  .otucliocl  belore  coinpl etiou  of  stiulv. _ 

Sorioxis/unexpectod  .side  effects  in  .subjects  pruliciiiaiing'  in  project : 


Conclusions; 


58 


Public: itiftns  <.)r  Alistracts,  FY--80; 


22  September  80 


VKOl'CCOl.  f  9030 


STATUS :  1 ntor in 


I.T  :  Circu i.'U- i.i!''  Sern;"  i. zyii.-s  i'.x  .InfarcLicm 

KiTNC;  DAT'.;:  IT  June  :i.975  CO>U’L!'TIO>;  DATi; :  Dcec-mber  ,L9K1 

NCIPAL  1N\'£STIc;AT0H;  Geoffrey  M.  Graeber,  MI),  MAJ  ,  MO 

ssociate  Investigators:  Jolin  W.  llamion,  MD,  LTC,  MC,  FACS 

Patrick  J.  CafCerty,  SpA,  USA 
Michael  J.  Reardon,  DVM,  PhD,  MAJ,  VC 

ILITIES:  Dept  of  Experimental  Surgery,  Divi;;lon  of  Surgery,  UlbAIK 
Dept  of  Clinical  Pathology,  Division  of  Pathology,  WRADl 

h'OPDS:  KAI,  CPR,  IDH,  ISOENZYMES 

uY  C.3JECTIVE:  1,  Evaluate  the  anticipated  elevations  of  total  serum  CPk  and 

l.DU  and  the  anticipated  Isoenzyme  pattern  change.s  in 
pati.ents  suffering  fi'om  ah-loriinal  catastropber, , 

2,  KvaTi''U:e  the  eai  i  a  •  p:' tel  iea'-  ot  C:r;t 

bUK  and  itu.'  isovnzy.nc  patl.--:.  iis  in  patients  aitcu'  eajdiae 
surgery. 

3.  Deteruilne  the  diagiiostic  vn.lue  of  these  tc-cts  in 
dlsLiuguishing  mesenteric  infarction  from  other  abdoiBinal 
catastrophes  and  the  value  hi  evaluating  patients  having 
postoperative  Mts. 

iiNlCAb  APrvOACU:  Patients  who  are  seen  by  th,;  General  Surgei-y  Service  for 

acute  abdominal  emergencies  have  been  ente.red  into  the 
protocol  as  r.oon  as  their  c,<.,ie..evit  has  been  obtained.  Blood 
.sample')  have  been  drawn  bc'tore  siirgo.ry,  in  tlic  recovery  room 
and  for  up  to  seven  days  after  surgery.  The  sampler;  are 
analyzed  for  total  and  respective  isoenzyme  concentratJ ons 
of  creatine  phosphoklnasc  (CPK)  and  lactic  dehydrogenase 
(LDH) .  Two  distinct  groups  of  patients  can  be  delineated: 
those  v/ho  had  mesenteric  inf arction.s  and  those  wiio  ru'ffcred 
other  acute  conditions.  .  ■  . 

Patients  that  are  seen  by  the  Thoracic  Surgery  Service  for 
cardiac  surgery  have  been  entered  into  the  protocol  as  soon 
as  their  consent  has  been  obtained.  Specimens  are  r'lrawi 
preop,  <1  8  hr  for  the  first;  2  PC)  days  and  daily  tintil  i;ViC'. 

7th  postop  day.  Samples  are  analyzed  for  their  total  and 
Isoenzyme  concentration. 

Patients  who  are  undergoing  routine  intraabdominal  procedure 
have  served  as  control  groups.  Their  serun  CPK  and  J,DH  valu 
have  been  determined  on  a  similar  basis  to  provide  a  control 
group. 


PatioiiLs  admitted  to  ihe  CCU  have,  served  as  the  contro] 
grcH\iJS.  Their  setum  CPK  and  TDil  liave  been  analyzed  by 
the  same-  methods. 

PROGRESS  AMD  RESULTS:  As  noted  in  the  origin.il  protoco.l ,  l.he  st  udy  wi.ll  need 

to  be  run  over  18  months  to  gain  adequat.e  numbers.  A 
total  of  431  patients  have  been  entered  into  the  study. 

No  changes  or  modifications  in  the  protoco]  have  been 
made. 

Initial  results  show  that  j'alients  who  have  suffered 
mesenteric  infarctions  will  exhibit  OPK-MB  bands  in  their 
sera.  Ne  f:,'.ve  .  ei  i.:  iirimai  rises  in  the  serum  of  the 

CPK-B)1  isoenzy:’.e  which  was,  i  lieoretical  ly ,  the  most 
p r  ont  Is  i  n g  .indicator. 

Tiie  results  from  the  .study  of  (he  jj)})  isoenzyme  system 
she-cr  th:-L  c  1 -v:  1 1 '‘n  ^  after  re  'tine  surginry  ai'e  diu  to 

u .‘C'C: ;  1 1 1 . i.  1 1  i  - . oo i I z '.'.''ie  'I.'  .i  'i.vet'  anJ  ske.lc'tai. 
muscle'.  V.'han  patients  have,  suffered  a  mesenteric 
infarct  ion,  the  I.DH  isoenzyme  i^at terns  show  definite 
increases  in  and  LDH^.  These  findings  are  different 

from  the  changes' seen  in  myocardial  Infarction  when  LDHj^, 
becomes  the  predominant  serum  isoenzy'me. 

Review  of  the  patient  values  after  cardiac  .surgery  shows 
a  sna.ll  elevation  of  CPK-M3,  though  not  as  high  as  those 
seen  witli  patients  suffering  a  MI. 

Review  of  the  control  group  values  shows  that  CPK-MB  and 
CPK-BB  do  not  elevate  after  routine  surgery.  LDH 
elevations  are.  only  those  compatible  witli  skeletal  muscle 
injury. 

CONCl.U.SIONS :  There  have  been  no  serious  or  unexpected  side  effects  of 

complciations  in  subjects  participating  in  the  project. 

The  CPK  and  LDfl  Isoenzyiaes  systems  appear  to  he  valid 
markers  for  mesenteric  necrosis. 

The  sc'i'um  changes  in  tlia  CPK  and  LDH  isoenzyme  .sy.stems 
seen  after  surgery  are  compatible  with  .skeletal  muscle 
Injury. 

The  elevations  seen  in  CPK-M3  after  cardiac  surgery  are 
smaller  than  ihose  seen  with  Ml  after  cardiac  surgery'. 

CPK  and  LDH  isoenzymes  appear  to  he  valid  markers  of 
myocard.ial  damage. 


cn 


L S  b’Y  80:  Persor.iicl 
Kqulpnienf. 
Supplies 
Ueprints 

Funds  requested  for  FY  81 


None 

iione 

$10,000 

None; 

See  inclosure  Pi 


< 


Work  Unit  §9030  Circulating  Sorinn  Isoenzynicsj  in  Mentnloric  Infarction 


To  obtain  and  proccns  each  pfiticnt  .--.ample  as  noted  in  the  approved 
protocol  and  addc'uda,  the  fo.Tlowjng  are  the  anticipated  co.sts  to  be. 
incurred: 

1.  The  following  items  are  needed  to  draw  a  sample; 


a.  syringe  (10  cc)  $  .  628 

b.  needle  (20  g)  .  06 

c.  serura  separation  tube  (  6  ml)  .  23 

d.  sample  vials  (3)  .  33 

e.  alcob.ol.  prep  .  C)06 

f.  4  X  A  eatr^o  .  014 

~‘;;1.268  =  $  1,27 


2.  Analyc.ls  o'  th*  saraple  require:  the  foil  owi  tig: 
a.  C:’i  ::cter-inations : 


1.  antibody  inhibition  (total  enzyme)  $  1.63 


o 

r*  n 

tibolv  iuhibition  (('? 

K-M3  iso 

i;'nzy;::o) 

,3. 9.3 

> » 

re*  ’  is 

.  48 

centrifichem  reagents 

.24 

r 

electrophoresis 

a. 

sample  tips  (2)  x 

.085  c^a 

-  .  17 

b. 

data  card  (1)  x 

.053  ea 

"  .  053 

c. 

agarose  film  (1)  x 

. 568  ea 

-  .  568 

d. 

CK  substrate  (1)  x 

.612  ea 

-  .612 

c. 

MOPSO  buffer  U)  x 

.  14  ea 

:=  .  14 

1.543 

=  1.54 

Total  cost  of  CPK  analysis  ” 

$7.82  ca 

b. 

LDH 

determinations 

1. 

C€ 

:ntrlfichem  reagents 

.13 

2. 

electrophoresis 

a , 

sample  tip  (1)  x  . 

085  ea 

=  .085 

b. 

data  card  (1)  x  . 

053  ea 

.053 

c. 

agarose  film  (1)  x  . 

583  ca 

-  .  583 

d. 

LDH  substrate  (l)x  . 

586  ca 

=  .586 

c , 

universal  buf for  (1) 

X  .075 

•••  ,075 

1.382 

1.38 

Total  cost  of  IDH  analysis 

$1.  51 

3.  The  tot.'il  estin.ated  cost  to  obtain  process  and  analyze  e.ich  specimen 

lt’>  • 

J  .  1.27 

2a  7.82 

2b  .J_./il _ 

$10.60  each  specimen 


5C5 


into  tlu;'  protocol  per 


The  coticipated  nun'.hers  ot  [)nLicatt;  caterod 


week  are  -- 

ahdoniio.al  pat leats  4 

f.oronary  core  milt  7 

tliornclc  patients  5 

emergency  patients  ^ 

Average  patient,  load/woek  18 


The  number  of  patients  times  the  number  of  samples  per  week  18x7  “  126 
or  approxlraatley  504  patient  samples  per  month.  Hence,  the  total  number 
of  patient  samples  for  FY  81  is  504x12  -  6048. 

The  total  anticipatf'.d  cost  of  obtaining  processj.ng  avid  analysing 
these  samples  is 

6048 
$10.60 
'  $64,168780 


5.  Rcqnc.:d  fnedlng  rPtr.'^  T.-;  ;  <  v  a  i 'I  ah  m r.i’vv  ■  :  •  r  •.  ,i  <!;,-■ 

fvllciw  tag  ecjulpmen i. 

Gilford  System  .102  Spoctvophotoraete'.r  835.00 

Corning  702.  and  722  }',i,o..:'.(-.t-opho:<'c.r.is  Systcii  2100^0 _ 

”  $2935'.  00 


6.  Total,  anticipated  cofjts  for  t'U  /M030  for  F/.'  81  is ; 

Sfimple  avxaly s  .I.g  §64 . 108 . 80 

Contractual  8vcs  2,935.00  _ 

$67,043.80'' 


DaL(‘.:  21  October  1980  _ _  UV6toc:ol.NoiJ)Q3j| _ Isialus: 

'  . ^  -  I 

Title  of  iToject:  *•  ' 

Study  of  Control  MecSianisms  for  Hunan  Gastric  Parietal  Cells 

t  ■'  ■  ■  / 

;  ! 


Starting  Date:  1980 
Principal  Investigator: 


[HstivnalecI  Completion  Date: 


— JoiTaJJarii]QaL_.f-.. 


Associate  luvestigatoi'S: 
Schiunel  Batxri 
Richard  Hirata 


-r,  -T^  V'/R/XIR  -  Div  Surgery  and  Gen  Surgery 
Facilii-y.  WRAliC,  Dept  Surgery 

■ _ USlJUS..DeptL.Sui:gery. : _ 1„ 

Dept/Svc  ■  ■ 


Keywords; 


C  •  ulXi  1  Ll  '-i  ’/ c  ?  X  > j  aLli  .0  C- i-  C>  I'l 

Cost: 

Aceu.iavdeiivc- 

Cost; 

Cb.>:i!;.c;:ci 

Accitrculativa  iSuppp/ 

•  Cost:  ■  '■ 

PY-80  MEDCASE  Cost: 

1  Perl 0 die  He 

view  liesults; 

(to  be  filJe 

clinbyDCI) 

'^udy  Objective: 

To  identify  control  mectianisms  for  hmian  piiriotal  cells 


^Technical  Approach: 


To  apply  the  methods  developed  for  studying  disjx'rsed  prrietal  cells  developed  in 
animals,  to  man.  ;  .  ■ 


■Proigress  during  FY-SO;  Pie  protocol  v/as  approved  late  in  IT  80.  To  date  the 
methodology  for  studying  parietal  cells  in  anirtnl  s  has  been  set  up  a  USUHS,  but  no 
human  studies  have  been  perfoniied  because  no  apj^rojiriate  jiatients  hav'e  been  admitted  to 


bhunher  of  rarhjects  to _ _ 

Scrious/imexpected  ;;ide  clEcctc  in  nubjcct;;  par! icipallng  iri  project: 


None 

Conclusions: 


.5-87 


4 


M'j.'ofoco'i  K<*;  orn"’ 


LOl!  _ 

'I'iilce  ol  I’rojiict; 

Jn  Vitro  /vi-n’l  '-’sis  of  liai  '.an  Oo.l.on  Toil  Tt  auspur  t.  Mei  l-.  '.a  i  s.. 


I . ' 


SL;a-jLai;~  IDafa: 


Coinplc-fto;’.  Dpai; 


Idincipal  IiiveaM^ator; 


John  W.  , Harmon,  Uoy  Won^ 


Associate  Investigators: 

Yuan  Hneg  Tai.  PhD  A,  Olyvvole 
Ed  Boedeko.r 
Ri<'hard  Hirata 

■  T  pvrr(’.\i.c&  -  .Toh-is^pn - - 


Facility:  mrair.  l-.’RAMC 


.  URAMC  —  Surgery,  Medicine 
Dcpt/Svc  -  Surgery  -  Herlicine 


Key  Words: 

•» 


Colon  Surgery 


Accumulative  J«rdDC^VSF 
Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Suoplv 
Cost;  *  • 


FY-SO  MSFGASE  Cost: 


Periouio  Pcvievv  RG3u'LtS:___ 
(i:o  be  filled  in  by  DCI) 


bt'.idy  Objecliva: 

To  "assess  the  effect  of  bile  acids  on  Ion  traaspori  In  thr;  cfsloii  of  man 


TechaicaJ.  -:\.pproac'h: 


Colonic  tuicosp  from  hurian  surgical  sp6H'.li«nns  ere  obteined  fresT;  In  the  I’RAMC  Oit 


suite  .taken  to  WilAli:  and  studied  in  Ussiug  ■■.P  u.aher;  . 


Progress  during  FY-tiO: 

The  colonic  nucosa  from  12  surgical  specimens  has  bpcn  studied. 


Number  of  snbjacts  to  be  studied  before  completion  of  study: _ ?(L 

Serious/imexpected  side  effects  in  subjects  participating  in  project: 


,orto- 


Conclusions : 

The  study  is  progressing  satisfactorily.  It  is  essential  to  maintain  good  comjTiunication 
between  the  pathology  service  and  the  investigators  to  assure  that  the  surgical 

specimens  arc  properly  studied  for  pathologic 
diagnosis,  prior  to  their  entry  into  the  protocoir  i’ 


Funding  requirements,  FY-Sl: 


Travel,  Conference:  !>;i,200 

TT'inting  f;  KeprodueUon;  $GOO 


B 


Date;  15  Sep  f  ' 

1  Protocol  No;  9033  |:Suitu::  ;  Interim  y 

'jTitle  of  Project;  Effect' 

1  Fi.aal 

-i  '-'I  Altitude,  Mood,  and  Dietary  Ha:>;ts  on 

Per  for; 

!i.i  '■  ?  of  a  Ciioi  ce-Reacti  o.'.  TiiX'  Task 

Sinxtinv  Date:  Jini  77 

[Lst.'jnatcd  Comnletion  Date:  Jun  81 

Principal  Investigator: 

Capt  James  P.  Dixon,  USAF,  BSC 

Associate  Investi^'ators: 

Col  R.K.  McMeekin,  USA,  MC 


Key  Words: 


Facility: 


AFIP 


Dept/Svc  Aerospace’  Pathology 


Acctmulative  ]\IEDCAS£ 
Cost: 


Accumulat-'  ve.X)oiTt?act 
Co.st-;- 


Accur':'.;lative  Supply 
Cost: 


FY-SO  AIEDCASE  Cost: 


Periodic  Review  Eesidts; 
(r,o  be  filled  in  by  DCI) 


Stud^’’ Objective:  Xo  evaluate  the  subtle  influence  of  mood,  altitude,  dicta“y 
habits  and  other  stresses  on  performance  and  to  relate  these  decre  ents  to  the 
jog  performance  of  service  personnel. 


Technical  Approach:  By  means  of  a  choice-reaction  time  ta.-k,  effici  (number 

of  correct  divided  by  total  time)  v;ill  guage  performance.  This  will  be  reiated 
to  the  physiological  parameters  of  arterial  oxygen  saturation,  respiration  and  lieart  rate 
at  various  altitudes. 


Prog-ress  durin"  FY-80:  Eight  subjects  have  been  completed.  Data  has  not  been 
completely  analyxod. 


Number  of  .subjeefs  to  be  sludied  before  coir.pletion  of  .s'aidv:  ^  _ 

Scrious/uncxnccled  tide  effects  in  .subjects  i>ariicip:-iting  in  project; 

None 


ConC:lu.vions:  M^ne 


Public;  lions  or  Alj.stract,s,  FY-bO; 


None 


T):iLc:  foot:.  19.  .1980 _ i _ _ 

'  I _ X")  n:^l _ _ _ 

'.i ‘iia  ox  X’roj^iot:  Urease  Dcardinascs  in  Chemi-Sury  Modie. ioe 


trojrtLn?;  ix-il-e:  Jme  28.  1977 _ l^s_turua^-d _Ct^le£iqu_^^^ 


lViricipsJ,Iuva;s[xf^'.a,!:or:  William  N.  Fishbein,  Mb,  PtiD 


Associale  Xavesfcisslors: 


ll’aciUty:  afiP 


■■  ■  ■  '  •  '  Dopi:/Svc  BioclKJifiistry  Division 

Koy\yords:  myo-adonylaCo  deandnase  deficiency;  la ct:cito/ajiTion la  exercise  rat'.io 
Accurniaaiivo  MEDtJA.SE  Accnmu:taavft  Coatx.aci  J  Accorp.vdativ:-,  Sopply 

_ A .  I  P*-'-: _ .A  .0.. . .  -  -  ^  . 

X’xfoboVui'lDCA-As  Cord:  '  _  fiForiod'.e.  li-vivXv.  _ _ _ 

■■  •.  .  .  ~  (robe  filled  A- ly3X  Cl)  .•  • 

vlnidy  Objoctivo:  Fio/el  opuxnt:  of  a  dia'^iiost-ic  cliviical.  bio:/'!  l  est:  for  n ADD 


"i'ccxiaicaLApproaclt:  Measurement  of  lactate  and.  ammonia  in  anteculiital  vein  blcxx) 
drau-n, and. after  sponger-squeezing  with  partial  venous  obstruction.  ' 


X^rogress  during  3TY-80;  Seven  patients  and  five  contrrols  liave  now  l>sen  tested  Wi.tbou! 
side-eff  .cts .  No  dii^s  or  WlvVIC  lurkls  have  been  (ased.  The  seven  patients’  sliov;  no 
increase  in  Ml Ig  despite  noiTiial  iric.rease  in  lactote,  like  the  first  three  reported,  k 

' 'umber  of  siibiects  to  be  studied  before  comnlelion  of  .study:  30 
rious/une;<pected  side  effects  in  subjects  j>ar'dcir)aliug'  in  projeo? 


(>>nalusions: 


t 


Date:  3  7  Oct  80 

1  Protocol  No:  9035a 

5t  r*.ra-'; : 

Interim  >; 

Title  of  Ih'ojsct; 

Fi.nal 

The  Kdacational 
Aged  Males  Post 

and  Psychological  Needs  Specific  i.o  tluruc:r.  Gaxuality 
Uncomplicated  Myocardial  Infarc.tion . 

of  Kiddle- 

Starting  Date:  24 

April  1979 _ testugated  Completion.  Date: 

19  SQ,, 

,-Jlec 

I^mcipaT.  Xnves  tigator :  j .  p  ^  j , 


Associate  Investi  gators: 
Liasion  Officer: 

NAJCl’)  Janet  R,  SouLliby,  ANG 


Balcl'.v’in,  R.N.,  D.N.Sc.,  George  Mason  Universil 
Faejliiy: 

Unit_41 _ ^ _  __ 

Dept/Svc  Nursing  Research  Service 


Males,  Myocardial  Inf arc 


tion 


Ac-.:.-  .  cvc,.  ' 

Cost:  0 


FY-yO  'MMDCAHIl  Cost: 
'  Study  Objective: 


A.cc'i:.auVc.iv.-  Co; 

Cost:  0 


Ac-'.:  cjuV. f;  Cvj.A 

Cost: _ 0 _ 

Fci'lot'j Kevjc'.-v  Pwesnlf.s: _ _ _ ,  _ 

(to  bo  f.U]ac!  in.  by  DC'jj 


To  describe  the  c-.ducai.ioaa'J  acu!  p;:lycbo Logical  needs  specific  to  biii/ian  scxueJii 
nldd  l.c  agi;:d  males  post  nuc;u!;'.pli  cai.ed  wyocai  d.i.iil  inf  arctic. i. 


.  Teciraical  Approach: 

Unchanged  sinc-.c  la.sl  Annna.l  P j.C);.'re.ss  Repovt: 


■Pr Ogress  during  FY-SO; 


Ten  subjects  were  obtained  for  the  s;tudy  this  year. 

Number  of  si'.bi&cts  to  bo  studied  before  complotloa  oE  study:  ?o  w»rp  dn^irefi 

Serious /unexpe.cted  side  effects  in. subjects  pariicipatiiig  in  proje-ct: 

None 

Conclusions; 

None  10  d.-Ue,  L'a.ta  aaaly.sis  Lf;  in  proj-a'c's:; . 


Publication:^  or, Abstracts,  I'Y-SO: 


C L I i / X C A L  i  14  {f c. S T IGA. T iO iJ  PROO R i i 

i.ork  Unit  h'o.:  9036A 

Funds  uti.lized.  t-‘Y-F>0: 

Funding  Rociulrecants  .  FY-b1;  -jo , oo 

Person_neJ^  (nar,'.G  and  grade)  ma,j  Jano.t.  i!.  Kcntbby,  Akc 
Equ Indent :  (describe  in  deUail  including  co.sr,) 

Supplies :  (cGnsumable,  animal  purchase)  $.30,00 

Xnaygl--  (iiiss.'.on  ori.e.nUod ,  training  and  presentation) 

;nn...i  .n-i-m-.  :  i, .  ■  loatenc  ■  i.-  ;  ! 

repr.4.ats) 


iDBSiPOSirtrocsLf^ 

For  u«9  of  loll  (orM,  *90  AR  340-15*  tSo  pro^ononl  a^tncy  1*  TACCEH- 


Rt?EhEMCE  OH  Office  jrwW. 


AFIP-CPQ-C  _ _ _ 

Timothy  M.  Boehm,  LTC,MC 
Department  of  Clinical 
Investigation  Service 


Annual  Progress  Report,  >7903 /  ,  Localization  of  Lymphioc.yl.c 
Antigen  Ma r s  in  F i xed  ,  Para f  fin -Frr.be d ded  T i .s s n e 

JR0.v\  T,.i  „  M  DAIE  1  fior.  1 


Major  John  M.  Langloss 
Chief,  Division  of 
Immunopathology 


14  October  19f;0 
JML/rm/62816 


Since  submitting  our  request  for  surgical  specimens  from  WP..4MC,  v^e  have  found  an 
alternative  substrate  obtained  from  other  sources  for  our  investigation  of  intra- 
cytoplasmic  lymphocyte  markers.  No  material  has  been  obtained  from  VIRAMC.  Plea.cf; 
consider  our  project  terminated.  Thank  yotTifoy^  your  coo^iarat io;'i  in  thi.s  matter. 


■  j/  /A-.-fi-CyX-- 

K'GoR  JOHN  H.  L.41iC;L0SS,  USA? 

C’ai.ef,  ni.i'xsioii  of:  TiTriuriO))at:i)n].ogy 


ucf'L  ACKS  u'l  f  o.iM  'j ,,  WHICH  IS  o;>s''.n.i-.  rr. 


Gl’O-  ■' 7:’/lfir,  i 


17  Oct:  80 


_ il^x'otocol  No:  90, <9 H _ 


|Statii3:  Interirg  x 

I  Fjnar' 


■j  itle  of  Pi'ojec!;;  *■  ^ 

N’.use  Controlled  Factors  That  Influence  the  Davolopracnt  of  Diarrhea  in  Tube-fed 
i’nt  rents 

StnrfiGi;  Date:  20  July  1979  (satimated  Comnletloii  Date:  Dec  1980 _ _  ■ 

Principal InvesMy,ator:  i.tc  Reuben  R.  Bowie,  ANC 


As3ociat.e  Iii.v-3sri.gat.ors': 

Faciliity; 

WRAMC 

Dopt/Svc  Nursing  Re 

Key  Words:  .  .  ‘ 

DLrrrhc.?,  Tul'C  '■'eeding 

..:.,a’roi;J..Llive  XvK '  (X'rfvi  j  Acci'ruulati.vc  Contra^:,  |  Kccurnreave  t-uje/ly 

lost:  0  I  Cost;  0  Cost:  $43.50 


Post:  0 _  j 

F>:^  ivxjDC/LsiFjosF" 


i  Periodic  Pevlcv  Jlesidt.s: 
(to  be  filled  iv!  by  DCi) 


vir.udy  Objectivo:  primear  •  'I'o  ascertain  v/hethor  a  regime  vdildi  incre.ases  the 
frequency  of  changing  tiic  'raaogastric  tube  and/or  •’no  ff  (  ding  i>3g  lends  to  decreased 
incidence  of  diarrhea  in  '.ube-  fed  patients  as  coini).,o  cd  i  .a  cu/reat  standard  )>roce.dur.e . 
a.-condary  -  To  describe  gross  changes  of  the.  nose  and  tltroal  mucosa  in  response  ■ 
to  increased  increased  f/’cquency  of  changing  tlie  uasogar  ‘  >  :i  c  l  ube... 


TTichnicol  Approach: 

No  changes  since  last  Annual  Progress  Report 


.Process  duriug' nr-80:  xo  dcite,  a  total  of  four  (4)  p.-t  icuii.e  havr- 
completed  the  cl udy. 

.u.'P.ber  of  .snbiects  to  be  stuclieci  before  completion  of  study:  ]0  were  desired 
.ic  iious/ime.xpectecl  side  effects  in  subjects  pai-ticipatiiig  in  project: 

■  ■:ic;  _ _ _ •  _ _ 

''inclusions: 

'.vailability  of  patients  v/1io  meet  the  study  critcTia  we  i  e  a  proliiem.  Study 
ill  be  tertaina!  (;d.  PiTial  report  v/ill  be  .submitted  by  dl  )\.c  f>0 


_ 12__Q,ctokar.aa8iL 


I  Pro  to  col  _ Qn-l('..’> 


rid-i  of  Projeci..  niscomfort  from  Intramuscular 

Injections  in  the  Dorsoyluteal  Site  by  Proper  Body  Positiens 


.  P-toHm  ^ 
i _ ilnal _ 


Startiii3iDpJ:a:  J  .  _  nHistitnat^Cornploaon  Date: _ lUI'jfir-.JitBtl. 

Principal  lavaatlgator:  pann-j  q  f.|^  pottig,  M-IJ-AMC 


Asso.ciaho  Pr^'oatigators:  ■  NOME 


Facility;  V.'RAMC,  Wards  S7,F;7  and  68 
Dopt/Svc Research  Service 


Key  Words: 


Ii\trauHiacul.ar  lujections.  Proper  Body  Positions 


Accuraulalivo  MEDCASE 
. _fjQ2v' 

i^ASO  ^SdCAHE  CoVer  NOME 


.A.ccumulativa  Cotilxact.  1  A.cciurajla'ive  Onniilv 

CnME  _  .  J  . 

Periodic  Review  Resrdts:^ _ 

(to  be  ijiied  Rn  l)y  3iCI) 


Sredj  ObjsC' '.VC-  ascertair.  whotlior  p..'..i&itts  would  report  less  discomfort 

from  dorsogj  iitca!  injection  when  they  assufne  a  prone  position  with  femurs  internally 
i-otatscl  .Ithan  when  foriiurs  arc  externally  rotated.  [Z)  To  ascertain  whether  the 
side-lying  p  isition  v/ith  foniurs  Internally  rotated  or  externally  rotated  in  an 
effective  position  for  reducing  discomfort  from  a  dorsogl uleal  injection. 

Technical  Approach:  The  study  i/ill  be  comprised  of  approximately  60  adult  patient 
on  the  general  surgical  and  gynecology  services.  For  the  patients  to  be  a  part  of 
the  study,  they  musT:  meet  the  following  pre-operative  criteria: 

a.  Oriented  to  time,  place  and  person 

b.  Easily  assume  a  prone  or  side-lying  positioi... 

c.  Physician  has  ordered  preoper'ative  luedica cions  of  llcpev id ine,  PrornethaxiiK' 
and  Glycopyrrolate.  (SEE  THE  ATTACHED) 

Progress  durltig  F.V-OO; 

Completed- data  collection  in  September,  1980  and  .started 
data  analysis. 


Kumbe r  of  subjects  to  ba  studied  before  completion,  of  stiidv:  60 


Serious/iine.'cpactecl  side  effects  in  subjects  parMcipaiing  iu  piroject; 


NONE 


Conclusions:  be  submitted  by  31  December  1980. 


P-ablLcations  or  AbstCcacts,  FX--80;  bONi 


Continuation  or  Technical  A’-oroach:  d.  safci;-  injections  in 

the  dorsogluteal  site.  Patients  will  have  to  be  excluded  from  the  study  if 
only  one  injection  is  given  or  if  there  was  a  chan-a  in  the  type  of 
medications  afi;cr  being  randomly  assigned  to  the  study  groups. 

Each  patient  will  receive  two  injections  of  Kep-er'dinej  promethazine 
and  glycopyrrolate .  All  injections  are  given  with  a  22-gauge  needle. 

The  length  of  the  needle  will  vary  from  1-1  1/2  inches  depending  upon  the 
size  and  v/eight  of  the  patient.  The  number  of  patients  comprising  each 
group  will  remain  even  by  assigning  patients  to  one  of  the  four  conditions 
in  a  fixed  order.  Table  1  shows  the  four  conditions  ivhich  are  the  possible 
combinations  of  tiie  three  factors  of  concern. 


The  p.i  tien t  wil  1  be  located  by  reviewing  the  operating  rcc.n  scnedule  t.h 
day  prior  to  surgery.  The  patient  will  be  randomly  assigned  to  one  of  the 
four  conditions  (see  table  1).  Afterward  the  investigator  Wiil  contact  the 
patient  and  obtain  the  patient's  written  consent  to  participate  in  the  study 
At  the  time  the  praoperative  medications  will  be  ordered,  the  research  nurse 
will  give  the  approprin  to  insdications  e.t  the  I'cdsidr.  patient  v/ill  be 
placed  ip  tiic  ()'e -do  i' i  nod  position  (hips  eitho-,'  intr  •.•.•.a  :y  or  externaiiy 
rotated).  The  injection  will  be  administered  using  the  fallowing  teciinique . 
The  nurse  .vill  :  iiio  tipper  uucer  tp.ach’ant  ov  ui.e  gt.aeus  i.iaxir/um 

muscle  and  palpate  for'  under'lying  abnon^ially  -.ensitn'e  tissue.  She  will 
prepare  the  skin  by  sv/abbinn  wi'th  an  alcoh.ol  penge  then  adminir."'.ar 


the  designated  ,olicath?,i  iakin  j  no  les:  than  I'lVe  ;.:cc,;cs  to  con-plete  the 
injection  to  reduce  possible  pain  induced  by  rapid  injection  of  medication. 
The  area  v/Ill  b'  massaged  using  an  alcohol  sponge  for  approx'i.-.ately  five 
seconds,  liio  patient  will  be  asked  to  rate  his  discomfort  from  the 
injection  on  a  discomfort  scale.  The  patient  will  be  positioned  in  the 
second  des'i 'jua't.od  position  and  the  second  injection  .'ill  be  given  in  the 
opposite  dc'i  sogluteal  site.  The  subject  will  than  rate  the  discomfort 
from  that  iujoeijon. 


C-) 


1 


TAbi.i;  1 

A  s  5  i  g  n i.T c n t  o  F  P  n  t  i  e n t  s  to  Conditions 


Condition 

Position 

First  Injection 

Second  1  n  J  e c. i,  j  o )i 

A 

Prone 

Internal  rotation 

X  t  G  r  n  a  1  rotation 

Meperidine 

Pronctlxazine 

Gly copyrro 1  at  e 

Heperidi.ne 

Promethazine 

G 1  y  c  0  p  y  r  r  0 1  a  1;  e 

B 

P  r  o  n  e 

External  rotation 

I  n  t  c  r  n  a  ]  r  o  t.  a  r.  i.  o  n 

Meperidine 
Promethazine 
Glycopyrrol ate 

Me p  or  i  d  i  vi  e 
Proiiicthazine 

G  !  y  c  op  y  r  r  o  1  a  t  e 

C 

Side- lying 

Internal  votaricr. 

External  r  o  t.  a  t.  i  o  ii 

Meporidi  r.o 
•  Promethazine 

G  y  c op y  I'  •  o  1  a  L 

e  p  0  7-  i,  d  3  n  ft 

Prom etlia  zi  ne 
r;  ycopy:-  .'ol  ai  e 

D 

S  i  d  0  1  i.  !' 

I-Ktertial  rotati":; 

T  n  t  0  r  Ti  a  1  y  o  t  n  t  i  o  v 

Meperidine 

P  I'ome  t ha z in  c 
Glycopyrrol ate 

Meperidine 

Prone  ti;  a  7.  i  no 
Glycop-/;-}- o]  ate 
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CLiiliCAL  lu ViSTIGA TiOii  PriOGr’iAl-i 


>.ork  unit  lio.:  90A0B 

?i.;nds  Utilised.  FY-8Q:  N’oac. 

fundins  Piecuiresenos  .  FY-b1: 

Personae  I :  (name  and  grade} 

HAJ  i'iuiaie  M.  'vsttig 
EouiDnent :  (describe  in  deial].  inoluding  cost) 

Supplies  :  ( consunable ,  aninal  purchase)  $100.00 

Travel :  (uission  oriented,  training  and  presentation 

Other :  (c=;riui  p:-!ent  rentals,  coatract.s  for  ror-'ice  ;  sn 

reprints)  Pz-inting  &  Keprouuction.  $150,00 
.Dzi-;a  Ana  hois  Si  00.  00 


Confcreijce  7 
)  $370. 00 

i~ial  earn  •• 


V 


Title  of  Pi-oject:  Attitudes  of  Health  Care  Workers  tov;ard  tne  ' 
Acciirrence  of  Violence  in  close  Relationships. 


Siartina;  D.ite:  1  June  1979 


Estimated  Cooiolefioti  Date;  1  Dec 


Principal  Investigator:  susan  B.  Shipley,  f-lAJ/ANC 


Associate  Investigators; 

Donna  C.  Sylvester,  MAJ/AiiC 


Facility; 

Walter  Reed  Arrry  Medical  Center 
Dept/Svc  Nursing  Research  Service 


Keywords: 

Violence,  Abuse,  Marriage,  Family 


Accumulative  I.IEDCASF. 
Coat:  n _ 


Accu’.niilaMve  Contract 
Cost:  n 


Accumulative  Supply 
Cost:  S250.0n 


FY-SO  MFDCASi:  Cost: _ 0__ 


Periodic  Ke’.iev/  Results: 
(to  be  filled  in  by  DCI) 


■Study  OIji.JcLivo;  Tno  purpose  of  this  project  v;a3  to  a.  gather  baseline  data  on  the 
snc  attitude'  (■)f  varn.ris  jroii|r;  oi  health  care  vo-kers  ■t:.ard  br-  /icti''',  end  users  b' 
ccurence  of  ■/loiorico  i ii  close'  tionsiiips;  b.  deter.'.iine  the  e,-.i;ent  of  experience 
eal  th  care  workers  with  victiiiis  of  purposeful  injury  who  come  in  contact  with  the 
th  care  systcfu;  and  c'.  doto  ■;i:ine  entry  points  to  the  '  "alth  care  system  for  tiio 
im  of  purposeful  injury  in  order  to  gain  access  to  and  characterize  the  victim  and 
of  violence  in  further  studies. 

Technical,  /vpproaoh; 

Survey  questionnaij'c  of  a  'random  sample  of  physicians  and  nurses  at  IIRAMC. 

No  Changes. 


Progreor;  daring  Collection  is 


s  co:n()ictec- 


Number  of  subjects  to  be  studied  before  completion  of  study:  2GJ  -done _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 
_ NONE _ _ 

Conclusions;  pata  analysis  is  underway.  Final  report  to  be  written  .and  submitted 
prior  to  Iti  December  1930. 


■  sork  unit^  iio .  ;  goAl  8 

j  - 

I  rur.ds  Utilized.  i:Y-SO:  $250.00 

I 

I  runding  T!°Guli?eiT.?int:s  .  FY-bl: 


Personaal :  (naaa  aad  grade)  MAJ(Pj  Susan.  3.  Shiple.:-' 

MAJ  D<Jana  C.  Syj- vaster 

Ecuiprient :  (describe  la  detail  including  cost) 


Obiectives,  Moithods,  and  Prog  res s_ : 
area  of  this  research  project 

1.  One/  concerns  associations  between  aspects  of  behavior  and  pres¬ 

ence  of  coronary  artery  disease.  Approximately  115  consecutive  patients  of 
IvRAMC  who  V7ere  awaiting  cardiac  catheterization  completed  the  Jenkins  Activity 
Survey  and  were  given  the.  r'.ineivnan  diagnostic  interview  tc  Tneasure  Type  A  be¬ 
havior.  We  tiave  been  invest.! gating  the  possible  relationship  to  various  com¬ 
ponents  of  Type  A  (e.g.,  hostility,  competitiveness,  time  urgency,  speech 
patterns,  rlc.)  to  presenen  of  coronary  artery  disease.  It  remains  unclear 
from  previous  research,  who.t.her  the  iaiensity  of  various  ccr.ponen'cs  of  Type  A 
behavior  i.'‘.  ^s.'-.ociatod  '/i.iiti  greater  ri  ik  of  uLsease,  V.’ .tie,  strictly  .speak¬ 
ing,  this  g.ir.sti.on  only  ij::  answered  by  prospective  .•/.udy,  tare  recorded 
intervie',:-,.  j.r  .  .  c- -i.iT  i.zi'd  j.  .r  i-'.nt;:  u  bci.v.g  brr,'-  ■.  nown  nod  analyzed 

icem-by-item.  We  will  oxnmlue  the  relationship  of  Type  A  component.?  to  angio¬ 
graphic  results  of  cardiac  catheterization  and  other  standard  risk  factors 
obtained  fio.t.  'IRAMi  incdic.al  records.  .Angiographic  data  have  been  obtained 
for  each  p.aticnt.  This  analysis  is  nearing  conpletior!  snJ  should  be  concluded 
within  .si  ■  ?  .•  i cj  '  I'vniTi.-; , 

2.  The  seconi'  i  ine  <.'i  ■  os.carcli  f  -ing  i  n -■■•.otigated  in  thi;-  ptoj.act  i.  ’.r;csrn.s  p.o.s.s j  l)le 
physiolog.ic  mechanisms  li.nkii'.g  behavior  processes  wit'r:  -orenary  artery  disease. 
Research  by  Dembroski,  Manuck  and  others  has  demonstrated  that  Type  A  subjects 
display  elevated  cardiovascular  reactivity  when  presented  with  challenging  tasks 
and  situations,  be.rbroski  and  McDougall  have  recently  ;.>resented  .seme  .sugges I. ive 
evidence  that  patient.?  with  a  history  of  ischemic  heart  disease  show  a  trend 
toward  sin-il.’.i  enhanced  c.a  t  diovascu  lar  responsiveness.  ii-.ce  .January  l/j'/j,  \;e. 

b.  ive  been  .asur  I -r  ■  c.i  r-.i  wiv.’sc.'l  nr  reactivity  (bicc.-l  --.r  ••■.re  and  he.irt  r.ate) 

j  n  arcs  VC  •  .  ■  ,  rH  ■  •  ;  .  .  .  ■  .  :• 


;  h- 


esced  in  dccermining  how  heart  rate  and  blood  pressure  responsiveness  vary  in 
these  patients  as  a  function  of  a)  triagnitude  of  coronary  artery  disease  and 
b)  nagnitude  of  Type  A  behavior.  .An  association  between  cardiovascular  re¬ 
sponsiveness  and  coronary  artery  disease  would  lend  credence  to  the  notion  that 
this  responsiveness  (or  other  physiologic  correlates  of  this  responsiveness) 
play  a  role  in  the  pathogenesis  of  coronary  disease.  It  is  also  not  known 
how  various  processes  which  have  been  shown  to  be  related  to  elevated  pressor- 
response  ('.'.g.,  Type  A;  family  lilstory  of  dir, ease)  aru  themselves  related  l.o 
each  other,  h i.giity -three  patients  nave  been  tasted  s  far  '::i  this  study,  and 
data  have  bean  ai\alyi:cd  acttl  written  up  for  presentation  at  -'Ci  rntific  Meeting 

(see  enclosed  paper) . 

\ 

Research  Go? Is  for  Upcoming  Year 

We  pJ.an  to  cocnplci  o  data  analysis  for  Si'a.l'/  I  an-',  to  ctllecf:  data  for  re- 
action-tir-.  stun;,  outbutud  in  originad.  proposai. . 

Conclusions :  Coronary  artery  disease,  angiographically  measured  does  not  seem 
to  be  rel£'!.;c-d  systematicaliy  to  cardiovascular  response.  ■■■<-  plan  to  repeat 
this  study  '.'.rsdog  a  psyciiomotoi;  reaction-time  task  v.hit’h  nay  reduce  vsriabili.Ly 
between  conditions.  There  have  been  no  side  effects/complications  associated 
with  this  .-CSC  i.-.i  project. 

Funds  Utilized:  The  study  Is  funded  by  grants  from  NIH  and  U3UHS.  No  additi.onsj 
funding  is  -equlT  eil  om  W'-' ANC  . 

Publications: 

1.  Krantz,  D.  S.,  Sanmarco,  M.  E.,  Selvester,  R.  U  Matthews,  K.  .A,  Psychological 

correlates  of  progression  of  atherosclerosis  in  men.  Psychosomatic 
^djeiru-;,  I??q,  407-475. 

2.  Krantz,  D.  S.  Cognitive  processes  and  recovery  he’’.-t  attack;  A  revie',' 

an-i  Lr.eori.  L  ical  znaJysLs.  Joucntl  of  Hi:r:crn  :  Li'v.sr.,  1131,  ^  '3,',  27- 33. 


3.  Krantz,  D,  S,,  Glass,  D.  C.,  Schaeffer,  M.  £.  Davia,  J.  Z.  Kehavior 

pa.’-r.aras  and  r.ororiary  disease:  A  critical  evaluation.  In  J ,  T. 
Cacioppo  &  R.  E.  Petty  (Eds.)  Focus  on  cardiovascular  psycho- 
physlolooy .  Kew  York;  Guilford,  in  press. 

4.  Krantz,  D.  S,,  Schaeffer,  1!.,  Davia,  J.  £.,  Dembroski,  T.  M. ,  MacDcugall 

J.  M.  Shaffer,  R.  T.  Investigation  of  extent  of  coronary 
atherosclerosis.  Type  A  behavior  and  cardiovascular  response  to 
social  interaction.  Paper  presented  at  Society  for  Psychophysio- 
logical  Research,  Vancouver,  B.  C,,  October,  1980. 


Type  of  Report;  [ntcrim;  Approval  for  continuation  of  project  requested  io 


Title  of  Project:  Treatineat  and  Rehabilitation  of  Knee  Injuries  at  the  United 
States  Military  Academy,  Iv’est  Point:,  JiY  10996 

Investigators ; 

Princin al:  LTC  VJalton  W.  Curl 
Associate;  LTC  Keith  L,  Markey 

Onjectives :  To  develop  predictive  paramntars  and  programs  to  lower  the  knee 
injury  rate  of  cadets  at  the  United  States  Military  Academy.  It 
is  also  the  objective  to  an.  lyre  and  develop  better  treatment 
modalities  tor  those  injuries  which  do  occur. 

Technical  Approach:  Cadets  who  are  participating  In  the  intrarurai  and  iriLr-;-- 

collegiate.  football,  wrc.stllng,  and  lacrosse  programs  are 
being  screened  as  p-'.rt  of  the  pre-season  physical  examination 
fa/:  multiple  parci.t!',  ■,'rs  which  might  effect  knee  injury  rate. 
Thc.ue  parapcters  imlude:  joitii.  laxity,  height,  weight, 
bod/  type,  etc.  Th ',c  dat.-.i  and  Lollowing  the  i  nu  ivit,. .  air; 
rhru..!sh  the  sport  .sc.cson,  determine  what  types  of  ii-jjaries 
they  Incur  and  it  is  hoped  that  a  statistica]  corral a-- 
t.i.i  i.  '.an  bo.  perCori:!  .i  to  relate  ■h.'-re  various  i>aso!',iji-cc',-,  to 
knee  injuries. 

The  treatrjwat  phaso  deals  v/ith  tiie  diagnosis  and  treatirierit 
of  essentially  isolated  tears  of  the  anterior  cruciate 
ligament.  Those  v/ho  have  a  proven  torn  anterior  cruciate 
■  ligament  then  undergo  an  acute  repair  and  reconstruction 

of  the  torn  anterior  cruciate  ligament  utilizing  the  medial 
third  of  the  patellar  tendon.  They  are  then  casted  with  a 
long-leg  cast  ^vith  the  bent  knee  at  60  for  six  W'eeks  and 
then  a  cast-brace  30-60  for  si:-:  weeks.  They  .ere  then 
i't.'ctcd  on  .-.nee  .  .h -.bi]  lor  yrograr..  ThrCu  p  r  r: : 
are  then  followed  at  a  3  and  5  months,  1  year,  2  yesr,  and 
b  y'ar,  and  10  year  intervals  for  long  terra  sequelae. 

Progress  and  Results:  Preventive  phase:  The  200  intramural  football  players 

which  ware  examined  and  evaluated  utilizing  Cytux, 
physical  exam,  and  questionaire  at  the  start  or  the  intra¬ 
mural  season  are  currently  being  analysed.  No  results 
have  been  concluded  from  this  aspect  of  the  study  as  yet. 

We  are  currently  t:rying  to  correlate  ligament  laxity  with 
injuries  in  a  second  on-going  study  and  :>;ill  try  to  incorp¬ 
orate  these  results  with  this  aspect  of  the  study. 


TreaCip.enC  phase:  132  anterior  cruciate  ligauer.t  injuries 
have  been  identified  utilizing  arthroscopy.  Of  these 
43  have  been  Created  using  the  medial  one- third  of 
the  patella  tendon  to  augment  the  repair  of  the  anterior 
cruciate  ligament  and  are  undergoing  treatment  at  the 
present  time.  There  have  been  anterior  cruciate 
ligaments  that  have  not  been  operated  on,  however, none 
of  these  have  been  casted  for  a  twelve  week  period,  as 
the  operated  cruciate  ligaments  have  been,  since  the 
cadets  did  not  desire  the  twelve  week  casting.  We 
have  been  in  contact  with  the  United  States  f'aval 
Academy  to  discuss  the  combined  study  with  tiieir  facil¬ 
ity.  The  USNA  is  currently  following  their  anterior 
cruciate  ligament  injuries  non-operatively  on  a  prospec¬ 
tive  basis  and  their  data  will,  hopefully,  be  correlated 
with  our  results  in  the  end. 

Conclusions:  The  study  continues  to  be  on-going.  Tliere  h  we  been  no  unexpected 

side  efCecl's  or  complications  in  the  iuc ivrduals  par ticipal-ing  in 
this  project.  Agai.ri  no  conclusions  can  be  made  as  to  the  efficacy 
t  re  a!  meat  phaae  nc'  ccji  concl 'n-ior?  o  drrr.Ti  ..  to  njtcjfjV 
aiivr tors  which  m a.  load  l.o  knee  injuries.  We  feel  th.at  thin 
4.!i  a  reasonable  alternaci''e  to  not  operating  on  the  anterior 

:a  ligamei'ii:  cud  als.^  neems  to  !■.;  doing  cettf.r  ■.•■tn  repair¬ 
ing  the  cruciate,  ligaiaent  .alone.  The  answers  to  these  questions 
will  not  ba  able  to  be  answered  however,  rmtil  the  end  of  a  fj.ve 
year  course  has  past. 

Funds  Utilized,  FY-80:  The  cacearch  secretary  is  funded  for  a  part-time  basis 

for  FV-80.  No  other  fundr  were  utilized  out  of  the 
0  Lin  Leal  •  useari-.h  investigation  rrraject. 

Funding  Requirements,  FY-81: 


I'i.iu ipment : 

Truivel. : 

Supplies: 
Ocher : 


Lenox  F.i.i  1  Hrrue.,;  for  bracing  an'. --ricr  cruciat-r  .i  j. la¬ 
ments  -  §235. CO  ea,  csLiruated  numoer  requirec  -  60. 

§i,0C0.00  tor  roV  for  the  purpose  :■?  presenting 
results  as  well  as  visiting  other  medical  centers  to 
discuss  the  role  of  the  anterior  cruciate  ligament. 

None 

None 


F.ibl  ic.jt  j  ?rir.  b  ibsti  ic.ts  'VSO'  Ncu; 


;  ')U 
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Protocol  No; 


7itl3  of  Project:  The  Physical  Fitness  of  Military  Women 
Employed  in  Health  Care  Occupations 


ISteNis:  Jnteri.-n 


_ _ y 


Starting  D ate T  Mone 


tSstirnated  Comuletio?;  Date:  None 


Principal  In /ssrigator:LTc  Eileen  L.  Fox,  LTC  Caroline  G,  Brodkey  and  MAO  Fannie  V\.  Reltiq 


Associate  Investigators: 


Facility: 


WRAMC,  Ft.  Meade,  HD  and  Ft,  Belvoir,  VA 


Dept/Svc  Cursing  P.esearcri  Servi  ce.  WRAMC 


Key  w  ords: 


Physic-' 1  Fitnf-:s^ 


Accunrolative  Contract 
st 


Accumulative  Supoly 


FY-80  I.IE.OCASS  Cost:  MOiMF. 


Periodic  ileview  R.esuj.i,s: 
(to  be  filled  in  by  DCI) 


Study  Objective;  -jq  evaluate  the  physical  fitness  of  '  ■’ttary  vor.en  in  fiie  ho.ai.t  i 
care  occu,-.ac  I'.oas .  To  Uot.emi.nG  if  physical  fitness  of  ...ijitar-y  v.-cxer  in  heal  th 
care  occupations  is  cou'ceasurate  svith  military  e:<pcctatioriS.  To  inplcwent  a 
three-r.on '  'i  ihyi-.  Lcal  o.<nuW.f: tonLag  uregram  with  tiic  gO'.’.  cf  eiiceting  an  imp' ove:'.iev>'> 
of  physic. il  I  I  in  a  g':<3Uii  of  inil.itary  women  health  care  pirc.viders.  To  observe; 

for  changes  and/or  correlations  between  variables  such  as  weight,  anthrometric 
isures , ,  oi '  I  sc  /.'..’.no,  hlo.xl  pr.^ssuio,  '/Ltal  resp  •  ratoi  -  ccpccity,  n'l'ing,  sleep 
''iecbaicai  Auproach:  (SEE  THE  ATTACHED) 

It  was  planned  to  _s elected  a  control  and  cxpc.rinent  group  frr.-n  female  volunteers 
who  fail  I'l.'  physical  tralauig  tost  and  step  Lest.  Bct.i  would  Iiave  receive  a 
demographic  rl.i/  a  (iuestionna.i  re,  self-image  ep’-ostionnaire  and  cardiorecpiratnrj'  ter.  i 
the  begl.a’.l’ig  and  ending  .of  the  study  period.  After  each  group  completed  a  physical 
fitness  test,  the  experiment  group  would  have  followed  an  exercise  program  for  three 
months.  Follow-up  evaluation  \/ould  have  been  planned. 

ProoTfi.*^:'  '"rln'-.-  FY-  CO;  ,  ...  -  .  ,  <  . 

three  Ohic  hnjosciale  respxroi:’..' ters .  '.;hil.c  aw.iitinj  pu-'chase  of  tb.is  erpjipm.'-nt ,  t  he 
senior  inv-.'.j:  iaator  retired  and  the.  other  two  officers  h.ave  been  reassicned. 


Number  of  subjects  to  be  stitdf.ed  before  comolettoa  of  stud 


Serioas/uriexoected  side  effects  in  suojocts  participating  in 


Conclusions:  A  film  was  made  of  the  staff  and. specialist  physical  test  for  women  and 
'.-.'RAMC,  PO  &  T  Section  decided  to  adopt  this  P.T.  Test  for  their  program  for  FY  80, 

A  Program  about  Physical  Fitness  will  be  presented  to  WRAIIC,  Dept,  of  hSG,  6  Nov  80 
as  aoproved  program  foy  coaxiiuLied  education. 

PublibaHons  or  Abstracts,  Fr'  SCr: 


Continuatl."-  of  Study  Oh  jeci-.i  v.::  patterns,  work  p, va  :  ; 

'..lal. torus,  auci  i.i.wr.  ' hiv: 


,  in  i  ri  f:  i  on, 


C L. ;! .1  CaL  In i  ^'SOUriAi; 


tiork  Unit,  lio.r  9086 

Funds  litllized.  ?Y-8Q:  j^'qne 

r  undin.?  r{gauirencnr.s  ,  FY-b1:  Njo^rp, 

Personnel:  (naae  and  gradn)  ltc  Kiieen  .  Xox,  LTC  Carolir,*-  G.  lirorua  vv 

MAJ  F/A'NIF.  PiTTIG 

£au  loaent :  (describe  in  detail  inciuding  cost)  none 

Supplies :  (consumable,  animal  purcaass)  NONE 

Travel :  (tiiission  orientuvl,  tra  ..ning  arivi  presentation  )  none 

Other :  (equlnmeni:.  rentals,  oontraat.s  for  service,  animal  car-o  and 

rc,-’i.nts)  NOME 


Ih'otocol  l\o:  %r,H 


Title  of  Project;  A  coniparison  of  the  !';o  of  Cognitive 
Therapy  and  Hypnosis  in  a  Group  Setting  for  Treating  Obesity. 


hiatus:  Iiuerim  X 
Final 


gtai-txagDatS:  ?q  Anrii  iQ< 


ustim^Lted  Completlop.  Date:  30  Ju»e  1930 


Principal  Investigator:  c,.  Howe.  M.D. 


Associate  Invasyg-ators: 

Charles  B.  Slater,  COR,  MC,  USil 
Angela  LePuge,  Ens,  USHR 
(3rd  year  medical  student) 


Facility: 


WRAHC ,  USUHS,  RliMC 
Dapt/Svc  Psychiatry,  USUHS 


Key  Words: 


Obesity,  cognitive  therapy,  hypnosis,  group 


Acciunulativo  r.IEDCASE 
Cost:  _ 

FY-SO  IiIFJjCASE  Cost; 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost; 


Pciiodic  Ile'.iev/  ?.e.su3i;sr__ 
(to  bs  filled  in  by  DCJ} 


■Study  Objecv'.ve:  dcterainc  whetf'er  ti>e  proposed  truatcerit  for  obesity  will 

,be  effective  a?  a  means  of  persons  with  obesity  losing  weight  and  maintaining 
'weight  los-  ,  compare  treatments  and  to  gonoratn  ij .. -thc-'.cs  for  further  stud 

j  .  .  •  •  • 


Technical  Approach;  Original  study  is  being  extendca  ana  modifir-.d  to  include  a 
third  group  which  combines  hypnosis  and  cognitive  therapy,  to  take  place  once  a 
week  over  10  weeks  instead  of  twice  a  v/eek  over  5  weeks,  and  to  be  carried  on  f 
only  the  in''  '  -'osticutor . 


Progress  dujfing  FY-80;  Of  22  persons  beginning  in  hypnosis  groups,  16  finisheci 
program  and  11  lost  weight  at  3  month  follow-up.  Of  ?5  persons  beginning  conni-; 
therapy  groups,  19  finished  program,  lO  lost  weight  at  3  month  foHcw-up, 

Ni'.rr.ber  of  sidajecfcs  to  he  studied  before  conaplation  of  study:  approximately  70 _ _ 

Seriou.s/iure.xpectecl  side  effects  in  subjects  participating  in  project:  none 

Conclusions:  Though  initial  results  are  encouraging,  they  are  not  of  significance 
unless  weight  losses  are  maintained  at  6  month  and  1  follow-ups.  Thus, 

conclusions  cannot  tj  "'.de  ai  this  ti"’'. 

Publications  or  Abstvccts, 


L 


FY-fQ; 


Date;  tJO  September  1980 


_ •  IProtocol  No: 

Title  of  Project;  Evaluatiou  of  Computer  Assisted  Drug 
Drug  Interaction  Monitoring. 


Status;  Interim  XXX 


Starting- Date;  1  Sepcc-;ol3£-r  19r-:0 _ p;istin*atcd  Completion  Pate;  30  September  1981 

Principal  lavestigaLor;  Carl  0.  Peck,  I.TC  MC 

Associate  InvesMgators;  Facilit5’-:  WEAMG,  USUHS 

La.v/rei\ce  Flcckeastein,  Pi'-orni  D, _ _ _ _ _ 

Brian  G.  Schuster,  aLNJ  MO  D  n ‘•/Sv  Clinical  Paarm.acology 

James  Wilson,  Pharm  D.  cp../  vc  of  Clinical  Invest-Jgati 


Key  Words: 


D:  ug  Into-'-tcUoU  ),  Okysiciau  Kducation,  Pharmcaology- 


Acc'.:;.  vulative  aiKDCASO 
Cost: 


A.couinulaO' ve  Contr; ici 
Cost: 


Ac  c  UTViiilati  v£;  Sup  ply 
Cost: 


FY-SO  r.ISBC.-VOO  Cost: 


Periodic  Pevi^’  .-  I-tes’.dt;;; 
(to  be  filled  in  by  DCI) 


Scuciy  Objecti'/e:  evaluate  the  impact  of  a  computer-based  drug-drug  interaction 

Eiu'veillance  program  on  ridversc  drug  interactions.  We  intend  to  evaluate  the  cojrijjutcr 
program  MEDIPHOR  for  itvS  cfinical  utility  in  detecting  drug  iiiteractions  and  reducing 
the  frequency  cl;  ;.:.'!</orsc  drir.;  .•tu.Kh.'.ons,  and  its  impact  on  .uarjS  prercribing  of 
multiple  drug  reg-Imens. 

Technical /mm'-ono!;-  m  rf.,k  (rocu/'/iug  1;  -g;  ;b-.-.ur  ;u-; '  u:  dy ;  f 

WxLAI'.IC  v/iil  ju  scree:!. --d  ior  dru;;  inloracUur-s  utiie'.ir.g  the  I-ilf.-D; PHOh  coniijut'.,' 

zed  drug  nTnaih^ricg  iu!,);.’'catn  •  livau.'.njcd  ru'  Sca!UO.i-d  liniversiX,  Inforr.  a'd en  oblained  i  l 
provided  primary  physiciiiu-s  to  assi;st  tiiem  in  their  patient  care  c?r.d  to  'iducate  tliom  in  t. 
potc;rtial  probloiris  of  multiple  drug  regimens. 

ProgToss  duidng  FY-80;  study  just  began  and  results  of  pilot  sho'v,  3  out  of  4  patients 
screened  to  date  harl  potentiid  interactions. 


Kunuicr  of  subjects  to  bo  ;.tud'Led  i;ufore  comuleP-ou  of  study:  _ _ _ ■ 

Serious/imevnectocl  side  effects  in  .su’jject;;  nai-ticipating  in  project;  p-Qne 

Co:u-l'!.:,!ons.  p,.  ..dnd  coinputm.-  :’:s;-.istcd  seai'cli  will  i:"'-  ',ct  on  ),utic;;-,t  a;;  '’.  eri 

as  I'llg’sician  .  ■  ol  '.Ici.',.  ir.'.cr-r.otio'i. 


O' J 


1 


(  .  1.  \  J  C  II-.  V  .'.OT  XC-:  i  lOi; 


.-or.:  bPiit.  i:0.:  3!,00 

funcis  'utlli>:ed,  FY-SO:  None 

f  n ci i n g  i: e u  1  r o r.ie n  t s  ,  F  f -b  1  :  $3,000 


Persorine.l :  (name  and  grade) 


Eouii'  -iept :  ( cl e a c 

Su  D  P .1  i  faS  ■  (  C O u S  li 

Trave  .1 :  ('•aisaion 

Other’ :  ( e q u j . p a; e n 

rop'",;,nca 


ribe  in  detail  -ncludin.. 

r!'.au].e^  anj.r'',ai  purciiaae} 

oriented,  training  an  ■ 

i:.  rentals,  contracts  fc: 
''  $3,500  •  Stanford  I • 


cost) 


tion  i 

i  anin; 
i:  ?.D3DI 


-■u?.  7^-; 


DE?ART}!ENT  Cr  THE  ARHY 

headquarters  WALTER  HEEQ  ARMY  MEDlC.kL  C:'.:E,  ;'! 

Washington,  D.C,  20012 

WRAHC  Regulation  ,  S  January  iy/ 
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Clinical  Investigation  Prograra 
-  —  V;RAMC  RESrJARCH  ACTIVITIES 


Purpose .  ..... 

Criteria  ,  . 

Definitions . . 

Coraaittees 

Clinical  Invnstigat ion  Corc'uIcCee  . 

Kuaian  Use  Corsaiittee  . . 

Chief,  Cl irn.-aii.l  Investigation  Service 
Records  a  •  !  -.'^^norts 


Reports  Ct-  Thamiaceutical  Companies 
Recues c  fu:-  i'unJs  .  .  .  .  .  .. 

Inforned 

Research  '•'.■'?)lvifi;v  CbiLCren.  .  .. 
Low  Risk  .  !.-r '.ccc;  Is  in  Adults  .'  . 
Research  in  Piegnant  Women  Fetuses 
Research,  luCictned. 


13 
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1,  PURPOSE, 
applicable  to 
care  facllic. '• 


This  regcilation  prescribes 
Che  Clinical  Investigation 
•  Ualrer  Reed  Arciy  Med;.c..l 


the  policies 
Prorram  with 


procedures 
the  patient 


2.  CRITERLA.  Clinical  investigation  activities  wilt  meet  the 
following  crk.’eria: 


a.  Thr  j'.i  j  “ t ;  v  e  ■:  have  scientific  a-’ri  •  .v.d  - 

act  iir.able . 

b.  The  j.uvescigrftors  are  enmoetart  to  co;.' 
proposed. 


c.  Resources  required  cor  the  proposed  studies  are  either 
available,  or  can  be  obtained,  and  are  proocrt iooate  to  Che  merit  ot 
Che  proposal... 


d.  The  studies  will  not  have  a  deleireri ous  efccct  upon  the  care 
of  Che  .sick  and  vn'inded . 


vs  70-1 
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e.  The  studies  ace  perforwecl  in  a  cvinsidered ,  coordinated,  and 
professional  nanner. 

f.  Whenever  feasible,  studies  should  be  initially  performed  in 
animal  models. 

g.  The  rights,  veil-being,  and  dignity  of  human  subjects  are 
maintained  in  accordance,  with  the  principles  of  the  Declaration  of 
Helsinki  of  the  World  Medical  Association,  and  that  vr  .tten.  consent  •..t 
obtained  vhen  indicated. 

h.  Any  research  involving  animals  will  oonfor:.’  with  Ah  70-18  and 
the  Laboratory  Animal  Welfare  Act  (Public  Lav  89-544;  7  USC  2131  et 
seq) . 

i.  Assure  co.mpliance  with  existent  military  regulation.^  to  in- 
clTide  AR  40-7,  Use  of  Invest Ig^rtiona?^  Dcu.gs  in  Humans;  AR.  ^<0— 37,  Radio¬ 
isotope  Liceijse  Program  (Human  Use);  AR  70—25,  Use  of  Vc' Lunteer  s  as 
Subjects  of  R-.’search ;  and  URA^'C  Reg  40-10,  Health  Physics  Regulation; 

AR  40-3S,  M-  ical  Servio:.;:  CLinical  Inv  '.oti.gn'.ion 

j.  The:  volunt  ary  Aionsect  of  eac'i  adult  uir.ann  ;v. joef.  i.'. 

essential.  Each  individual  who  initiates  or  viireccs  Lh'ie  clinical 
investigation  has  a  per.sonal  duty  and  re.sponr- ibilit"  for  ascertaining 
the  quality  of  the  subject's  consent,  before  the  acceptance  of  t'ne 
subject,  he  must  be  given  adequate  explanation.  He  must  be  informed 
of  the  naturi;. ,  duration  and  purpose  of  the  study;  cV-e  i.iethods  and 
naans  by  whi.ob  if  is  to  be  conducted;  all  inconvenience.s  and  means  hy 
which  it  is  to  be  conducted;  all  inconvenienf;es  and  h.-izsrda  reasonably 
to  be  expected;  and  the  effects  upon  his  health  or  person  which  may 
possibly  come  from  his  participation  in  the  study.  He  should  be  in¬ 
formed  of  a<  'jer;e'‘.tL.  Ac  r.ay  arr’v.irc  ^  p-'-rt  ici.  "i.'.'H  tn  ‘Ann  n  tudy, 
and  if  there  should  be  no  benefits,  tn.-  part ic ipat;>.  he  so  in¬ 

formed.  The  process  of  obtaining  volu-.itary  coasepr  rust  be  witne.sser 
by  an  observer  who  is  not  a  coinvestigator  on  the  .cestarc':  protocol. 
Written  consent  will  be  obtained  in  accordance  with  the  format  out¬ 
lined  in  the  appandrTC- and- will  be -in  nonmadical  Iccguags  that  is 
easily  understood  by  the  subject.  The  investigator  will  be  required 
Co  maintain  copies  of  Che  written  voluntary  consent  for  five  years 
following  completion  of  Che  study.  Copies  of  Che  consent  forms  for 
all  protocols  must  be  forwarded  to  Chief,  Clinical  Investigation 
Service,  within  one  month  of  entry  of  the  patient  onto  study.  The 
consent  form  must  include  Che  patient's  printed  or  typed  nam.e,  ad¬ 
dress,  and  .'.iocial  securi.ty  number. 


k)  Children 
assent  (See  defin 
tion  in  sturA’-r. . 


older  than  age  seven 
tion  sent  ion  for  d ; : 
Add Ltionallv ,  the  ;r 


unless 
.niton  o 


incsosc 
a  i  i  e  n  i. 


tated,  must 
■  r Cl  par t  ic  ■  ^ - 

::  he  o a  r  •=■  n  t  •  ■  r 


b  i  J> 
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guardian  must;  be  secured  and  properly  witnessed*  effort  .sriould  be 
Bade  to-  secure  the  wicten  consent  of  the  child  utilizing  a  consent 
fora  written  at  his  age  level.  In  addition,  “instructions  to 
guardian"  nay  need  to  be  prepared  that  is 'written  at  an  adult 
Both  Che  processes,  of  assent  and  securing  written  consent  should 
directed  toward  pro'viding  Cho  patient'  and  parent  (guardian)  the 
information  given  to  adult  volunteers ,  i.e.,  Che  nature,  duration  and 
purpose  of  Che  study,  Che  niethods  and  aieans  by  whi -h  it  is  r.o  be 
conducted,  etc.  ' 

3..  DSFINITIO'iS. 

a.  Clinical  inv/estigaciou  under  this  prograc-  (.■snsista  of  the 

organized  ucien.tif ic  ,  both  in  hunans  and  sirecti./  rela'r.uo 

laboratory  work,  i'acn  c.Iini:al.  prot)!em.s  of  signific/'ct  concern  ir. 
necessary  health  c.n;  of  a'.cuhc-.-?  of  '.he  military  •'c>  -  runit/,,  i'isl'adj.ng 
acti’/e  duty  personnel,  di'.pen.icnts,  and  retirees.  Ul.inical  investiga¬ 
tion  at  WP-JuiC  shall  uiclndn  uroiccts  involving  Vi.xAiV  pat icr. i.- 
cLgators,  or  iacilii;  Los. ’  .  .  ’  . 

b.  Subjects  are  any  uersons  who  may  be  at  via'.z  bcca.se  of  par¬ 

ticipation  as  an  object  of  clinical  investigation  by  members  of  the 
AMEDD  or  their  appointed  representatives.  These  ma-/  include  in¬ 
patients,  outj> t  ,  Oi'r.ua  '.i-unors,  infor-nartts  ,  or  riormal  ind  i'/:.tu3  Is 

who  participat  -  in  sr.ncicr  of  .-..vd.ical,  ph/siologicci. ,  sociological ,  or. 
psychological  or ianta.ion ,  Selection  of  subjects  must  be  equitable. 

c.  Ac  risk:  A  person  is  "at  rirV  if  h.e/.'h.--'  he 

the  possih^lir;,  o  u;.;,.;  (  uh/.;  vc;t  L ,  psycho’ cgi'cl ,  ,  uc  i  A. ic  _  1 , 

a  consequence  of  activity  vrtich  axteiuis  beyond  use  of  escabli.'i'.e.i 
accepted  mcchods  I’.ecessary  Co  .neet  his/her  needs,  neCerarnct  ion  o£ 
nature  and  extent  of  "at  risk"  is  a  natter  of  common  sense  and  pro¬ 
fessional  judg.'se.nc.  In  most  cases,  utilization  of  someone's  time  (in¬ 
convenience)  will  constitute  "risk"  since  the  activity  is  not  an  ac¬ 
cepted  method  to  meet  the  person's  needs.  Resoonsib ility  for  this 
determination  resides  at  all  levels  of  institutional  and  departmental 
review. 


d,  Children;  Parsons 
consent  to  general  medical 
jurisdiction  in  which  r'l';  ' 


who  have  not  attained  the  age  of 

care  as  detcrimined  under  the-  law  of  the 
osc’vch  is  to  be  conduc";:d  ( bC  -  age  13) 


e.  Research:  .1  formal  (■.■.ve.->  t  igv  f.  ion  deii-;r..r.i  'o  dr-vc.lo 
contribute  to  gene  ra  L ;  .:«o  L  _  /.nowledg.?  ,  This  .v.iy  v  ..'lot 

pulacions,  n'  te  v  ;  .t  :■  .■  f  d  ;  i  y  ro-iL  in-;  ir  rv  nc''ii'  —  ■ 

record  r'”/'  •. 


.j  or 

ary  ■ 
'yr.r  ■ 
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f.  Mir.ir;al  KLak  ici  i  Urtin;  The  pro’oabiLicv  ■nnc’  .-.jaen  j. udf*  of 

physical  or  ps/ci’.a Loaical  ham  cnac  is  nomalLy  encouncered  in  Che 
daily  lives,  or  ic.  Che  roucine  racdicaL  or  psycholorical  sxaaiina c  Lon  nf. 
healthy  children.  EKainolas  include  immunization,  nsodesc  chanses  in 
diet  or  schedule,  obcaininj{  blood  and  urine  specimens,  and  most 
behavioral  research. 

g.  Assent :  A  child's  aifimacive  agreement  to  participate  in 
research  which  can  only  be  given  following  an  explanation  appropriatE 
CO  the  level  of  ladar.stnnding  of  Che  child-  It  is  recognized  that 
“assent''  may  have  no  lo^a?,  status  and  way  be  difficult  to  obtain  in¬ 
young'  childre-a;  nevertheless,  some  sort  of  opportunity  should  be 
offered  the  child  Co  agree  to  pa-rticipaCe.  (Ref  Federal  Register 
43:2034-2114,  Tan  13,  1973,  and  43:31785-31794,  Jui  21,  1973.) 

4.  CO’-tHITTcES:  the  following  conimiccees  will  be  appointed,  Ac  the 
option  of  Che  Chairman,  the  Clinical  Investigation  Committee  and  the 
Ku~an  Use  Com-nictee  wilt  meat  nicher  separately  or  simultaneously. 

a.  Clinical  Investigation  Committ.ee:  Tc-  revi«ec'  ell  clinical, 
investigat  i'-.  r-' 'pose  l.s  for  sciauCific  'tdcrjuacy  and  tc  establish 

priorities  fo  •  .-.i  pporl.  Fo'r  Che  purpose  of  recommending  new  drugs 
which  have  iv  ■  i/c.  .i  r.- l;.*a-ind  by  the  Food  and  '•'.i.ig  A.':Ti.n  Istra  i;  ion ,  thc; 
Cotmictee  will  sei.  ve  also  as  the  Therapeutic  agents  Board  (para  126, 

AR  40-2).  Tills  committee  will  be  composed  of  a  representative  froc 


of  the 

following : 

Director.  Medical 

6<lucation  (Chairman) 

Chief, 

Cl  i  iical  Ti’vcs  tigation  Servi 

ce  (Secretary) 

Chief, 

D:;partm2;it 

of  Medicine 

RoCatin 

ig  Service 

Chief  from  Department  of  Medicine 

Chief, 

Depjr.tmen  t 

of  Surgery 

P.otatin 

.*>  J  I'  ■  i” 

■' h  i s'  fro.-.'  0 e p a c a, 

eat  .  S.'.;  ■  a 

Chief,. 

i),. 

of  Pathology 

Chief, 

Do  par  tme.n  t 

0.*!  Radiology 

Chief, 

Depar  t,.i8nC 

of  Pediatrics 

Chief, 

Department 

of  P-sychiat-ty 

Chief , 

Department 

of  Obstetrics  and 

Gynecology 

Commander,  U3A  OenCal  Activities  (DENTAC) 

Director,  WRAIR 

Chief,  uuclear  Medicine  Service 
Chief,  Health  Physics 
Chief,  ?harmac-y  Service 

Director,  Patian*  Administration  Directorate 
Chief,  N'u'ri-in,;  Rare.irch  Service 
A.'s.s  Lscn-it  Chi.ei,  Clinical  .Cnvest  icoi.  ion  .Service 
A  rotating  senior  clinical  investigator  (list  to  b  e  t  s  t  ab  I  i  r.h  ed 
tv  Chin:,  Clinical  En/est  itni;  inn  Service.) 
.Senresenr,-' '  id.-L'IIS) 
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The  atCeadancG  o£  each  raenber  vill  be  recorrf«'J  in  the  .ninaces. 

b.  Husian  Use  CocKjiCCee:  To  review  for  medical  safety  and 
suitability  all  clinical  investigation  protocols  involving  the  use  of: 
human  subjects.  This  comtaittee  will  be  composed  of  a  representative 
from  each  of  Che  following: 

Director,  ’-fedical  cclucatioa  (Chairman) 

Chief",  Clinical  Invastigation  Service  (aecretary' 

Chief,  Department  of  Clinical  Pastoral  Service  ,1—  —  - 

A  Legal  Counsel 

Chief,  Department  of  fkirsing 

Chief,  Department  of  Psychiatry 

Chief,  Department  of  Obstetrics  and  Cynecologv 

Chief,  Nuclear  Medicine  Service 

Cosmnnd  Sergeant  Major 

Dir  ec:  dncian  Resources  Directorate 

CDR,  ■jhA  Oental  Activities  (DENIAC) 

Clinic-\1  Pharmacist',  P.c’.iatology-Onco’ ogy  fervice 
Assisi.\s'.?;  Chief,  Cli-nicei  Invest  igncicn  ecvicc.' 

PaCieati'^  rights  rcpreser.tative  .  • 

Pept'  ..itativ  j  (i/hi:!;;; 

Director,  Patient',  AdraiaiscraCion  Directorate 

A  rotating  senior  clinical  investigator  (list  to  '  e  established 
by  Chief,  Clinical  Investigation  Service) 

The  AtCenda:!'.;;;  of  rav’li  member  vili  bv.-  tecordev’  in  tho  r.inures. 


c.  Pad  J.oac!:  i.ve  Drug  Research  Cou^aittee  (RDRC):  To  ces'-ieo  all 
research  protocols  using  radioactive  drugs  in  human  subjects,  and  co 
insure  that  such  protocols  are  in  cO'rrpli  i.'tcn  -vi  -.h  t'.:'-  '.C'de 
P.egulacior  Ti'.l':;  1.  '.nyt  3  b'..  A i.  r'^i'.oco.  .  u 't  Li  .r  ' i:, 

rad ioact will  include  radiologic  assuusment  d.'.ca,  as  an 
aooendix  to  the  orotocol  ,  including  n<::,>e  of  Che  radi  ot.oc  I  ids  .  nreseoca 
of  any  contc(..ii.nnnCs,  aa'.<imu,-3  dose  to  be  ddministered,  radiation  absor'* 
bed  doses  to  whole  body  and  other  organs  accumulating  the  isotope, 
dosage  from  any  X-ra/  procedures  that  are  part  of  Che  research  scudv, 
and  any  limitation  regarding  patient  population  due  co  sex  and  are.  A 
report  will  be  made  by  Che  RORC  to  Che  Clinical  Investigation  Commic- 
Cee  regarding  each  radioactive  drug  protocol  in  humans.  In  addicion, 
the  Committee  will  be  responsible  for  oreoaring  the  antiual  report  on 
research  use  o£  a  radioactive  drug  to  Che  FDA.  This  Committee  will  he 


co.-pposed  of  at  l^ast  five  individuals, 
cine  Service;  Chief,  Health  ?h',r  ics;  '3 


including  Chief,  h’uc  leer  v.,  j  ;  _ 
\.'f,  Clinical  In-Vcsti,; ' :  ion 


Service;  Nuc  1 -■  ar  'fed  i.,ie  S; 


Therapy  5ervii:e, 
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Tl'.e  P.UXC  will  selecc  a  chn  irra.-iiT ,  who  will  sian  all  apnl  icat  ions , 
n'ir.uCes,  and  reports  of  che  CoTtr.n' ccee  as  wall  as  a  jec,vecary.  Tns 
ROKC  will  moec  at  least  ,’ua;Cerly.  A  fjuoru.Ti  consi stiriiJ;  of  a  n-iaioriCr 
of  the  meaibership  aiusc  be  present,  with  attendance  of  at  least  indivi¬ 
duals  who  are  specialists  in  nuclear  medicine,  radioactive  dru^  formu¬ 
lation,  and  radiation  safety  and  dosimetry.  Minutes  will  he  kept, 
including  numerical  results  on  voting.  Mo  member  shall  vote  on  a 
protocol  in  which  he  is  an  investigator-  The  PDRC  will  submit  an 
annual  report  to  the  FDA  prior  to  .11  January  of  each  ye.ir. 

The  investigator  must  submit  a  report  (Appendix  C)  and  a  copy  of  iihe 
signed  consent  form  to  the  RDRC  x/ithin  !.5  days  from  che  date  of  adir.i-. 
niscration  of  the  isotope.  "  -h  .  •  . 

d.  Functions  of  the  Committees:  Sither  the  Cliaiual  Investips- 
tion  Cocraittee  oi  Human  Csc  Cosusitcse  can  terr.iinate  aav  invest 5, gatio.,' 
or  place  restrictions  or.',  a  stud.'/  at  any  time  che  Com.-Tii'  =  become 
concerned  about  the  scierxCific  ■>','t:it  of  '.he  study  or  aouquacy  of 
protection  of  human  subjects.  Ihe  Chief,  Cl.inical.  Inv-3.;''*i2SCi.on 
Servi'o  can  order  a  cess.'ition  of  activity  in  any  study  .  -.''.ding  ar 
evaluatiofi  of  the  ti.ccur,'-, *anccs. 

5.  CLINICAL  .1  .''.'uSHGATIl;!  hue  Clinical-  investigar ion 

Committee  will  ceet  once  .Tioncnly,  usually  orr  Che  fourth  '"uesday  at 
1400  hours.  Special  meef  -igs  cr;;  be  ca!  ad  at  any  ti-.ie,  either  upon 
request  o£  the  Ccm-iander,  Chief,  Clinical  Investigation  Ter'/ice,  or  b'.- 
Nricten  request  of  three  f^o-rraictee  members.  The.  Comm 'It  I  '.e  will  revie-,- 
all  new  research  p.onasni.s,  either  involving  WRAMC  p.atients,  investi- 
cator.s,  or  facilities  T  c.ir  tev.'.ew  of  prooosal.s  a.-'dress  in 

particular  scientific  design,  merit  and  funding.  Departmental  chair¬ 
man  -vill  not  vote  on  protocols  from  their  own  department,  nor  will  any 
r.er.bar  vote  on  cny  protocol  in  wh  ■  ch  he  is  a  coinvosi  '  •  r  ■  .:r  .  V  ■;  r ' -i  I - 
tally,  Che  Comtf  ~  .v.  .li.L  C'-vie:.'  jpp-:av-j  ■  and  oc;s-'^^h  rc;is:c:i.  Cach 
project  will  be  re-vle-ved  at  least  once  yearly,  at  (he.  -:r-.-rrLnstion  of 
:he  research  and  vher.e’/ei  there  is  a  charjge  either  in  th“  goals  or  the 
procedures  or  drugs  used  in  human  subjects,  or  deviation  from  che 
.■ppro-/ed  protocol.  Adverse  reactions  to  invest igactioual  dr'ugs  or 
rrocedures  will  be  promptly  reported  to  Che  Coamittee.  The  Committee 
-ill  -alee  reco.-aaendations  to  che  Commander.  Two-thirds  of  Che 
■er.bership  in  attendance  wil;  •  constitute  a  majority.  .A  majority  is 
icassary  for  protocol  approval-  A  .majority  of  Che  Ccamittae  will 
onst ituta  a  quorum  and  will  include  at  least  three  physicians  and 
■  hree  .-.onphy s  ic Lans •  There  will  be  no  proxy  voting.  Investigators 
•hll  be  i.Tfomed  within  one.  -week  of  the  meotirg  in  g  of  Che 

;  oro’/a  I /d  i  sa  ppro '/a  I  oi  tJ  e  -s:ojcct  and  r^ason.s  ‘^ov  '.''in?,  ■  A 
I  s.Tnpro’/ed  protocol  oust  oe  tesubriitced  for  approval.  Con-sittee 
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nay  elect  Co  approve  a  study  wicli  Che  addition  of  certain  minor 
resCraints/raodificatioiis.  The  C;'Maiandar  will  have  Ch-_-  ri<>hC  to 
disapprove  any  protocol  on  Che  :^rounds  of  bein^  unsuitable  for 
implenentaCion  at  WRAHC  but  cannot  overrule  the  disapproval  of  the 
Cotaoiccee.  Appendix  D  outlines  the  administrative  methods  by  which 
primary  and  secondary  review  of  protocols  and  review  of  annual 
progress  reports  will  be  achieved. 


6.  HUltAM  USE  CGh.'-fllTEE:  The  Hunan  Use  OoramitCee  will  meet  once 
monthly,  usually  oci  the  fourth  Tuesday  either  concurrently  or  with  tiie 
Clinical  Investigation  Committee  following  the  Clinical  Investigation 
Cormictee  meeting .  -  Special  meetings  can  be  called  at  any  cifne,  either 
upon  request  of  the  Coamnander,  Chief,  Clinical  Investigation  Service, 
or  by  written  reqi’.esc  of  three  Co..’.m.Lccc!e  member--.  The  Co-.mitCee  wil; 
review  all  ne;;  research  proposals  in  which  hunati  subjects  are.  used. 
Their  review  of  proposals  will  a<'.-Jcess  in  particular,  Che  protection 
of  human  research  r.  ab j .tc  t s .  Per  ioJ teal  ly ,  at  least  once  yearly,  the 
Committee  wil;  '.evic-w  .'.pp-vov-ad  and  oneco '  n.-'’,  invt:;:  t  igat  icnal  studie.r  in- 


which  hu.mans  rr.'.  ,  Each  pro  i-.ect  will  be 


•  ‘  ewed 


te; 


c  n  c  s 


yearly  and  whc:::;-vc-r  '';'s:re  i.;;  a  change  In  i'.he  gocl-r  or  trie  proced-  ;  es 
or  drugs  used  in  human  subjects.  The  Co.masittee  wi.ll  i-.ar  e  .racomm^- da  — 
tion-  to  the  fh  a.' e  r .  T:,-'-.  thirds  o'-  the  inc.-abi’csli  if-  '.n  .’.r  feud  a  re:.'; 

Ill  constitute  a  majority.  A  laajaricy  is  necessary  for  protocol 
approval .  A  stajority  of  t'ne  Com.r.ictce  will  cori.: -t  itute  a  quorum  and 
will  include  at  lease  chtee  physicians  acid  three  iionnhy.sicians .  The 
Co.r.mander  will  havs  die  right  to  cli.aaporovs  any  protocol  on  the 
zrounds  of  beiv;:  im  ,m  i,  tab !.  •>  for  '.'.ip  1  e.-.ientat  ion  .  r  ’-il:-  but  concot 
overrule  the  dL.-.afjp;  .oval  o.f  the  •'•or> uitto .i .  will  i-a  r.o  proxy- 

voting. 


CHIEE.  CLINICAL  rWeiSTrCATIOh’  S-S'nCE. 


a.  Shall  uc'-rL.u  ac  ;cvc  , //tocardcr  r.  ■  ...act -.ov;.;  .  '  cu  -.-I..! 
3um..oar  ice  Che  u  s-m.'i-s  f  on  o-.  issu--;.  hi  orJs  j  i'  .  .isti  ".a  !.  -re 

jcard's  activict.e>  .’ill  be  c-.^tainc-J  iiulef  initel-/ , 


b.  Can  ter.uioatf:  -any  proje-cC  at  a.iy  time  (ia.ndLr\.f  Clinical  T-.vej 
ligation  Commit cee  and  human  Use  Coi;iiniccae  review. 

c.  Will  be  Che  contact  with  the  Co.mmander  to  assesss  availabi- 
icy  of  resources  to  support  projects  and  will  manage  those  resourres 
ich  guidance  fr.om  Gom-'iiittci’s  and  Comrn..nider . 

d.  Will  keen  the  Co.mmartd.nr  "’n.l  Comm' C  tees  'nfor  y,-;  of  ron- 

inuing  change:  1,':  '  'h-'  '  'Id  re.ju i r  ;  ic.-i  t  . . 

e.  Will  sup.': ; 

'on  Co.T.-.-iittee  .i.n.'  '.'.i.ran 
.opor:  -Jtnff 
?  g a  1 1  o  r\  3  . 
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f.  Will  ..-d'-iso  the  CHnic.il  Investigation  Coonirtee  re?,2  rd  in;*, 
alternatives  i£  priorities  tor  support  need  to  be  established. 


8.  RECORDS  AHD  REPORTS, 

a.  Initial  Protocol.  Requests  for  initiating  research  nrojects 
will  be  submitted  in  one  copy  to  the  Coamander,  Walter  Reed  Array  Medi¬ 
cal  Center,  ATTM:  Chief,  Clinical  Investigation  Service.  This  will  he 
submitted  by  the  principal  investigator  through  Che  chief  of  the  res¬ 
pective  service  and  ciepartnent,  and  prepared  as  described  in  A.ppendix 
A.  Protocols  which  do  not  conform  to  Appendix  A  will  not  be  acceoted 
by  the.  Chief,  Clinical  Investigation  Service.  Frequent  deficiencies 
in  protocols include  omission  of.an  impact  statement,  failure  to  state 
the  time  required  to  ccaplate  the  project,  .failure  to  include  budeet 
inforoation,  and  failure  to  include  signatures  of  the  respective  chief 
of  service  d,-7p.3rtar-‘r!C •  When  radiological,  laboratory,  or  nursing 
support  is  required,  Che  pr.incipal  investigator  should  have  obtained 
the  concurrence  of  Che  appropriate  chief  of  service  prior  to  submis¬ 
sion  Co  the  Clii'iciil  Icvar, tigat i.on  ContaitCee.  The'cbi.ef  of  the 
department  proposing  the  study  will  provide  an  indor.semsnt  triat  the 
proposal  con fornn  to  the  critevin  described  in  paragrr.ph  2  above.  To 
be  placed  on  t>e  aqnnd.v  for  Che  monthly  committee,  mee-r ing,  th.e  re¬ 
search'  protocol  be  received  by  Ch.e  25ch  of  Che  month  precedinq; 

the  meeting,  th. otonol:';  will  bo  distribuced  to  the  Cc  oictec  " 

at  least  one  week  prior  to  the  meeting,  with  appropriate  agenda. 

Under  no  ciren'r  -is  viLl  a  project  require  greater  than  three  y.  ,  it; 

Co  complete.  I.f  more  than  three  years  are  needed,  submission  of  s  new 
protocol  will  bo  required. 


b-  Addenda  to  Initial  Protocols.  Wherever  is  .e  change 

either  in  the  goals  or  the  procedures  or  drugs  used  ir  human  .subjecl 
Che  investigator  will  submit  an  addendum  to  Che  Commander  thru  the 
chief  of  Cho  resn.=  ct;’ '/^i  service  and  deo.artment ,  and  Chief,  Clinical. 
Investigati'  n  Se"' .  If  nfices.sary5  t:.  v  11  revlr'-w 

addendum  as  3  new  research  proposal. 


c.  .Annual  Progre-sa  Reports:  .Annual  progress  reports  'will  be 
prepared  cor  each  approved  project  as  prescribed  by  A?.  40-33,  Clinical 
In’/est  igat  ion  Program  and'wilt  be  submxcTed— to-CIinicel  Investiratrnn 
Service  prior  Co  15  August  of  each  year  until  the  investigation  is 
completed.  See  Appendi-x  B.  .Accurate  preparation  of  budgetary  data 
and/or  documentat Lon  of  abstracts  or  publications  is  essential. 

Failure  to  submit  an  annual  progress  report  will  result  in  termination 
of  the  project  and  withdrawal  of  the  principal  investigator’s  privi¬ 
lege  CO  function  as  a  orincipal  investigator  in  any  project. 


c 

o 


d.  Inter i.i  Reports.  Interim  reports  must  be  submitted  at  e 
e  •-■f.en  important  development,  adversities  or  other  circumstanc 
ur  '-bich  shoi'Id  brought  Co  the  ottention  of  ni.p'ier  Peadquar 
pa  r  t  ic  u  I  <1  c  ,  tr-r-’.'.i  reports  must  be  S'jbmi  ted  n  e  set  ;■  cd 

ths  or  '  -  ^  ji'  durtne  ^'le  . .  iu.t 


V 


n  ^ 
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develoD.nenC .  They  '/ill.  be  cons icle red  by  f.he  Chief,  Clinical  Tnvesci- 
RaCion  Service,  who  nay  elect  to  susoend  work  on  the  in'^stiaation 
until  Che  CoT.niccee  has  an  opportunity  Co  ."neeC. 

e.  Final  Reports.  Final  reports  are  required  upo-r;  complecio.n  or 
termination  o£  a  specific  research  effort.  The  report  'ill  include  s 
summary  of  all  work  parformo-i,  results  obtained,  Co^.ethr  v  with  c  ool.es 
of  all  publications,  whether  printed,  in  oress  or  sut>'n{tr.u!  for  nnbli— 
cation.  Inclusion  of  references  to  previous  orcfircsi  r  ;  rta  in  m- 
cional.  If  the  project  is  tecrtinaCed  prior  to  completi: -i ,  the  reai,c>-;. 
for  Ceraiaation  should  be  rnnortad,  ScnorC  is  due  wit*-. ;.n  30  davs 
following  completion  or  termination  o.c  nf.corc. 

Special  Therapeutic  or _pi agnostic  Procedures .  ..r.y  sr!?/.:'sl 

therapeutic  or  diagnostic  procedures  or  any  new,  hazardous,  or  alnsr- 
wise  noteworthy  therapeutic  or  t'.ia^ncjstic  measures  will,  be  recorded  In 
Space  24  of  '  ■  F'or.-n  '’.’I  in  inn  I  Pccord  Cove.'  Gh.c.'t  r  !''■  a  i:  i  ent' .. 

p,v  All  f  vpo r: wivl.  o-'  forward  ;d  rh.-j  .'.  ■'■rrti.K'ticn 

Sers’ice  .folio. •:  nr;  .■•evie  --  by  .tho  .ip,)van  .' iare  chie;  o-.  -■l-za  £.nd 
dep.ar Cm.ent. .  ""hi,.'  Cl',nl'’.'il  'f..'ive.si: i.-jct  i'an  S/'.rv.ice  './ili,  slhcr-ule  pro'er"- 

Cacions  to  the  ap;jro',/r  i^Ce  re  /f  ew  coc. .a. t .  '  .jlluwiri '■ 

review  by  the  Commanc'er  of  ciommitr.ee  reoorts  the  Clinical  Invest  £;;a- 
cion  Service  wil  l  insure  th -.t  reports  arc  t'orwacdRd  to  .'e  3>.:rc.;ecn 
General  as  required  by  AR  40-33,- 

h.  Radioact  iv-j  F.-oCoool.s  Icivolv  .Ad.ainis'  ~  -  ion  o f 

Radioactive  Drur'S  t  j  h'u.o.i;;s.  The  inve-.-.i:  i5>:i»-’‘or  most  S'.  rt  a  reu'.rt 
(Appendix  Cl  and  a  copy  of  the  siyaed  consent  for.Ti 

Drug  Research  Co.r,.-nictee  (RORC)  within  15  days  from  ada. n Lst  rat  Lon  of 
Che  isotope,, 

i.  Volriit-.ar  A^ree  ven ts  ,  -dooie':  of  -.'olunteec  ^  v.ae'tr  i  . 

proCocol.s  mus"  be  fcicwjrde:  to  Cniei;,  I  i.t!. '.a  I  l.iv,-;.;  -ict- 

within  one  month  of  entry  of  the  paciunt  o.i-to  study.  '"le  c c r, e n t 
must  include  '■.ho  patient’s  prL.ntud  or  ''yped  na.m.o,  .-^ddr-ss,  or.-l  .'^^■ocisi 
security  number  (see  Aope.n;'. i.x  A), 

3.  REPORTS  TO  PHARMACEUTICAL  COhPAhlES,  'For  procurement  of  inv-sci- 
gacio.nal  drugs  which  have  not  yet  been  released  by  the  Pood  and  Drun 
Administration,  detailed  r-:por’.s  to  the  druv  company  .'tre  required  bv 
PO.A  (Porn  PO  1573  ).  The  reports  are  the  responsih  i  1  i'.:v  of  '-h.- 
prir.cipai  investigator ,  and  ar-3  a  .matter  oc  direct  communication 
between  him'  .f  '  'r  -  -  c  ■  .  ay 
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9.  REQUEST  FOR  FUNDS.  Requests  for  funds  to  support  the  clinical 
investigation  program  are  presented  to  the  Center  Command 'annual ly 
during  the  month  of  March. 

a.  Projects  requiring  refunding  in  the  amount  of  $1,000  or  more 
are  submitted  each  year  prior  to  1  March  in  the  format  of  .Appendix  k 
for  consideration.  Projects  requiring  substantial  increases  (>  20% 
increase)  in  fundino;  must  undergo  review  by  the  CommitCea  be.fore 
funding  will  b-2  approved, 

b.  New  proposals  which  require  funds  may  be  submir.ted  at  any 

time.  Approval,  of  funding  is  dependent  upon  availah j.l. i >:•/  oi  local. 
Health  Services  Cojwiand  or  Surgeon  General  resource.'?.  Format  Appendix 
A.  . 

10.  INFORMr.n  CONSENT. 

•  Patir.u!:  Coase.it.  Tijy  utilizat 'on  of  drucs  procedc  ires 
wh  ;  ;  h.’v/e  n  '■  '/r:C  h:'-'a  accepted  or  estahlishod  by  cormnort  use-  requirrr. 
tho  patient’.;  consent.  The  patient  ho  •.ufar.Tiec* ,  i.e.,  i.ir./Ue! 

consent  mus'  >)■•  based  upon  his/her  ha'/ing  knowledge  o.i  the  eKurrimen- 
tal  nature,  pu-.'po  a,  -ind  posclhl-s  harar.US.  The  conser.’t  should  hr-.-  in 
writing,  except  as  provided  in  paragraph  7b,  AR  40-/,  or  if:  the 
patient  is  a  child  (sae  II),  The  consent  form  must  bo  witnessed  by 
someone  other  than  an  investigator  on  tho  project.  Copies  c;.'  Lhc- 
written  voluntary  consent  will  be  maintained  by  the  principal  inve.sti- 
gator  for  five  years  aftat  tcrc'.i.aa.tion  of  tVie  study  and  will  be  for¬ 
warded  to  th.-;  Ciiie^,  Clinical  laves cig-U: ion  Service,,  v'ith'in  30  days  of. 
entry  of  Che  patient  onto  study. 

b.  Human  Volur'-.eer.  Investigative  studies  in  which  drugs  are 
empLoyed  ar-.'  '■jcicl;  to,  cl  mv,-' •:  c  :>• .  'a  '■'''7,  U-?a  c  f  I  n  vc r.  j. - 

gacional  Dru-',  and/ov  AR  70'-25,  f'c;e  •' f  .-j  -is  Rub, act'-  of 

Research  ii:  i  id 'it  ion  to  AR  40-3S. 

11.  RESEARCi'  ’NYCLVINC  CHILDRE.'J. 

a.  In  general,  research  in  children  will  not  be  undertaker. 
unless  aporooriate  studies  have  first  beer,  undertaken  in  animals, 
adults,  or  older  children.  If  the  project  is  mininal  risk,  it  may  be 
undertaken  if  the  Clit.Lcal  Invest  ieat  ion  Committee  and  Human  Use 
Committee  have  anoroved  the  protocol,  Che  assent  of  the  child  caD.i’c.l£ 
o:  'understanding  is  obtained  (possibly  in  writing),  and  written  per¬ 
mission  cf  O'  fi-irdian  is  'ecured 
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b.  I£  the  project  ia  .Tiors  Chan  aininal.  risk,  research  that  has 
potential  direct  benefit:  to  Che  child,  nay  be  undertaken  if  the 
Clinical  Investigation  CorKraiCCee,  Huaian  Use  Cosnitcee,  and  Che  Office 
of  the  Surgeon  General  have  aporo/ed  Che  protocol,  considering  that 
the  risk  is  justified  by  Che  anticipated  benefit,  Chat  the  risk  bene¬ 
fit  ratio  is  at  least  as  favorable  as  that  presented  by  alternative 
approaches,  the  assent  of  the  child  capable  of  understanding  is  ob-  ‘ 
tained  (possibly  in  writing;),  ar.;?  written  pemiissinn  of  the  y'.rent  or 
guardian  is  secured, 

c.  If  the  project  ic-  more  titan  ntinlaal  risk  a!:d  of  no  direct 

benefit  foi  sabjacrta,  the  research  faay  be  undertaken  if  chs  CLinicai 
InvesCigacicr)  Corraittee,  kuman  Ush  CofaciiCCee,  and  the  Office  of  the 
Surgeon  General  have  approved  Ch..-  protocol,  chat  Che  proced  ;re  pre¬ 
sents  experiences  coomensucaCe  with  those  inherent  in  their  actual 
nedical  situation  and  is  likely  to  yield  general izable  knowledge  aboi.i: 
Che  subject’  s  coov' i.eior; ,  the  !<nc:''.edge  in  ci:  vocal  iv-:portance,  the 
assent  of  t;ie  child  cap'a’jle  of  ui-aiers landing  (pv.-Tsih*, v  in  vi'icing)  i'’ 
obtained,,  .•.ud  written  pe  is  j '.on  .if  the  or  .gu.-r  i.an  .r  sev-urad. 

A  ptnclx  A  iuol’.u'.os  Che  '.ppropr* v't-j  vo’,  .nteer  agrnere::  *  fn;;- 
proCO’..' •  !.s  .'••.ivolving  rose,’.;.-,'.-’,  in  <.-iildrcn.  On  thu-  opposite  s::.'.s'e  must 
be  "iastructians  to  guardian”  and  it  the  project  is  directed  at  child¬ 
ren  capable  of  und  vrstr.n.-lir.?  writ  .on  •  ii-isr'.’ru--.ti'’a?: ,  there  rr.ui.'.  he 
''inscrucciofis  to  patient"  ■rritte.'’  *.t  a  level  comprehensible  by  Che 
average  aged  participant  in.  the  project, 

e.  T.\  ■  K’srar,  U.ie  Co-;., . i t tee  /ill  per io-.l i;,r.’.l -y  oc  rit-sr  ttie-  p-roc 
of  assent  and  per;-.ii33iori  in  research  involving  children! 

12.  l.G;d  srsx  ?20TCr0:.S  .\DULTd.  pr-to-ol  which  “here  is  a 
lalai'r'!.;!  ,)n  ■;ibi '  ct/  j.  i.  to  he  s  je..’.':;  :t.;  ,  :v  righ  s  a:  " 

resulC  -oi  :r.e  sC’jdy,  Th.e  tud’/  r..  :y  riot  involve  -.n  in-, -rsci?at:  isnal 
drug  or  device  and  may  ir.-.r.riLve  Oi.'y  hu.-aan  subjects  -^-'ho  '  ei'/e.n 
fully  informed  consent.  That  is,  Che  study  r.iay  not  'ov.,  s-abjects 
who  are  misors,  prisonar.s,  insC ir  .tional iced  .aienta’  ’v.,.  '  'ed  or 
nentally  disabled.  The  sfady  also  may  not  include  ■. -'.-jeecs  te.-acora-- 
rily  nentally  disturbed  by  reasons  of  unconsclousne.’^s  or  co.na.  Low 
risk  protocols  .-nay  be  undertaken  after  local  apnroval  by  the  Clinical 
Investigation  Co.-rmictee  and  Hunan  Use  Co.-rci ttce.  These  protocols  will 
continue  to  be  forwarded  Co  the  Hu.-an  Use  Review  Office,  who  will 
notify  Che  Chief,  Clinical  Investigation  Ser-vice,  intriediatel-y  if  there 
is  any  difficulty  -with  either  th.e  protoccl  or  Che  assess.-nent  of  le'/cl 
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a)  Collection  and  analysis  of  additional  small  s'r.ounts  of  cere¬ 
brospinal  fluid,  amniocic  fluid  and  venous  or  arterial  blood  when 
taken  in  conjunccioa  with  specimens  of  these  fluids  which  are  Co  be 
drawn  for  accepted  clinical  indications  and  do  not  require  another 
puncture  to  obtain  the  additional  amounts  of  these  fluids  for  investi¬ 
gational  purposes. 

b)  Analysis  of  hair  and  nail  clippings  collected  in  a  rondisfi— 
guring  manner  r^nd  Che  analysis  of  deciduous  teeth. 

c)  Collection  for  inalysis  of  excreta  and  extern?!  secretions 

including  feces,  urine,  sweat,  saliva,  cerumen  and  tears  or  swab 
culture  specimens  of  body  orifices,  placenta  expelled  at  delivery, 
umbilical  cor;'  blood  after  the  cord  is  clamped  at  delivery,  and 
amnioCic  fluid  at  the  tlaa  of  artificial  rupture  of  the  membranes 
prior  to  or  during  delivery.  * 

d)  Rec.''.;-.J '(.ng  of  data  by  ph./sical  sensors  applieo  either 

superf  ici.'tlly  •ic  .aC  a  I L  ;  c.-.d  wlih  a  do  uo;  i  .'.v;; j igni t '.a.. 

input  of  enarx/  into  >  he  sub  ;  ;-:':.  Such  procedures  incl  j.'.e,  but  are 
I'.ot  necessar i  1. to  weighing,  e !  vctrocarc! iocrar  • ,  cle.ctrcmy.; - 
praphy  and  dcii-jctio;’  oi  natuc.!’.!;'  occurring  cadioacC’  ■  e.l.ectroe;;- 
cephalogrsm,  thermography ,  diagnostic  echography  and  el ectrorec ino- 
graphy,  calipsu:  weasure  of  aa!;h;:opofnurp'»ic  character:..-  ics  and 
detection  of  noturally  or.cu'rring  radioactivity. 

e)  31oo:.  dr-iv/i.t,';  or  quantities  ot  blood  less  tnan  20  -c/p  week.s 
from  adult  sul'juu'.s  J.o.  v'lc.a  ciiei  ;  underlying  medical  cone  Itio-  ~s  nof 
kr.ow-n  to  be  associated  with  ane.nia.  These  patients  need  not  havn  a 
'nemarocric  done  before  obtaining  Che  blcod  specimens. 

f)  Bio  ■  '  .it.-.io/ 'SC  qunr. ies  oi;  bloo'l  U;s.;  l:'-.  '  xr  'o  ■.  jc)::: 

or  12X  of  t'ne  esth.iared  blood  volume,  7Z  of  t'ne  body  weight,  vhic'never 
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fro;.;  subject:!  '/no  are  not  anemic. 


I  .\;;e.mra 


nenatocric  <•  UO  for  35- : err  fesfa-l-e^and"?,  reticw'iocyue  count> 

1.511).  If  qu.mtit ies  of’  blood  >  20  cc/5  weeks  are  to  ;>e  vobteined,  the 


orotocol  must  .state  that  a  her.iatocrit  and  reticulocyte  count  be  ob¬ 
tained  i.n  patients  prior  to  entry  onto  study  and  be  not  anemic. 

e)  Studies  involving  generally  accepted,  medically  indicated 
diagnostic  or  therapeutic  procedures  or  co.rpar i sc;:s  of  .wc  c*  mere 
.'cr.e ra I y  accepted  alternacive  procedures. 


h)  honre-th: 


w>al 


>  c  r  g  :  c  .■>  .  ;  n  3  ; 


•  o  t  ii'. ..:■  ’Ui 


..  V  j  ,  CO  '.i-:-;  o'  a  w-  .ui 
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i)  Collection  of  both  supra-  and  subgingival  plaque,  provided  uht 
procedure  is  no  more  invasive  than  routine  prophylactic  scaling  of  Che- 
teeth  and  the  process. is  accoraplished  in  accordance  with  accepted 
prophylactic  techniques. 

j)  Voice  recordings  made  for  research  purposes  such  as  . 
investigations  or  .speech  deficits. 

k)  h'odorate  e;iercise  h/  heal.'aiy  volunteers. 

l)  The  use  of  sar'/ey  research  icstruc^ints  (ia.  .vie'-'.-?  or 

question,-' air. s.s,')  and  psychological  tests,  j ntervit;..  -  and  .  edure.-’i 
that  are  part  of  Che  standard  battery  of  assessriertts  used  by 
psychologists  in  di-agnostic  studies  and  in  the  evaluation  of.  judg- 
cienCal,  perceptual,  learning  and  psych-sniatcr  proc-.^ses,  provided  that 
the  subjects  are  norr:al  volunteers  and  that  the  c  .Ca  vill  be  gathered 
anonyme  sly  or  that  con.f ident ial if.y  will  be  protected  by  procedures 
appropv hate  Co  I'.h-o  se.ts it.ivity  of  -the  d-atn .  '  .  - 


tn)  .In.ation  ptojects  that  t-ial.'r  no  ■  .-^in 

the  subj-.  p,'.rCici?ating  in  the  p-rograc  -a.’.d  the;  oill  not 

Che  sub'  hi  ^’ve  progvirr. 


n)  Noninvasivc  pulmonary  function  tasting  .su'  H  as  fbut  not 
limited  .'q)  .qni'omctry  and  pLcthsy.i.-aograohy. 

o)  Col  lo..': t  ion  and  analysis  o\:  small  amount!!  interna',  s'-'-i?  — 

tions  s- •  h  as  ga-itric  contents  and  pulse. lary  aani  .  ites  vr.sr!  to-  -ettar. 
of  the";,  aa  re  t '.on'’'  do 's  not  involve  the  -lac-soe;  ;  n£  .:-ithe;'  a  'ao; 
trie  tuba  or  endotracheal  suction  tube  solely  for  abtainlng  s  p-ea  j  men  a 
for  research  purposes,  ^  • 

p)  .;La-  /  r-  lorJ  r.ig.;  -j  I  ■;  -  t 
vicies  •icd  "he  lik.a,  v'.isci'.er  the 

13.  Research  in  Pregnant  Women  Fetuses  —  shall  -aonform  to  the 
r equir e,,ie:i c s  of  I'.v’d  ^6.205  '■  ''j-6.20'3, 

A.  General  limitationa. 

1.  No  activity  to  which  this  subpart  is  applicable  may  be  under¬ 
taken  un!.e;i-j; 

a)  Aporopriata  studies  on  ani.-nals  and  nonpre^'nant  individuals 


xcept 


'U-pC 
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c)  1  :kJ  IV  i  r'tjo  Is  cr.2Jr,ad  in  tho  .iccivicy  '■•'ill  hs’.e  no  pare  )".n; 
(i)  Any  decisions  as  to  the  tirains,  nethed,  and  nrocadures  used  to 
terminate  the  pvejtnancy,  and  (Li)  determining  the  viability  of  Che 
fetus  at  the  termination  of  Che  pregnancy;  and 


d)  {Jo  procedural  changes  which  may  cause  greater  tnan  ninrmaj. 
risk  Co  Che  fetus  or  Che  pregnane  woman  will  be  introduced  into  Che 
procedure  for  Cerminacing  Che  pregnancy  solely  in  Che  interest  of  the  • 
activity. 

2,  No  iudncemenCn j  monetary  or  oCherwise,  may  offarr-.-;  t:o 
terminate  pvc.financy  for  purposes  of  Che  activicy. 

.3.  kcCx'/ivi-k'-S  direcCed  coward  pregnaat  worasn  as  s  ibjecl's^ 


a)  Nij  pregnant  woman  may  bs  in/olveci  as  a  suhj 
covered  by  this  suhparf.  unless:  (1)  The  purpose  of 
neec  the  health  needs  of  the  mother  and  the  EeCus 
risk  only  Vo  the  :  i  i -.i  i  ay.tonc  necc-ssjry  to  meet 
the  risk  C'-  Che  '.'otun  is  minimal. 


cc;  •.  in  an  aocivity 
Che  activicy  is  to 
1  "L  •  *  ^  P  1  -5  C  d  3  L 
;cV.  needs,  os  (2) 


b)  A.ii  activity  >iarm i t ted  undoo  paragraph 
be  conduct-;  !  tuil.y  i.C  :''.o  so'.'.  ,  r  end  lather  Oire 
have  given  thoir  icxiou-iGd  co^isn.iC  after  having 
regarding  possible  impact  on  tVie  fetus,  except 
formed  conu;  u-’;  nv,-:--.’  not  be  secured  if; 


(a)  ni  this  scotio'  may 
le-^n  J./  -■.m-dt'.ot  a- 
been  fuily  informed 
that  th'  fathev's  in- 


1) 


'vvorre  o. 


aCvt!.'  -.cy  t,?; 


■'  mee' 


riea'’L;h  n*ods 


of  Che  moth.--;:.; 


2  J 

ascertained ; 


iu;>  identity  or  whereabc.uCs  cauuoc  reasonably  be 


4. 


; .  ”.o.:  ra.’.,>jn-:-.oJ.-/  -  ■  .!.a-j^e; 

.'h.-:  pr.';'nancy  r-3suited  fro-o  r  ip.. 


C.  Ac  C  i'/ i  t  i.i.  o  direcCed  Coward  .'evuses  cn  as  s^bj-recs. 


1.  No  fetus  in  ucero  may  be  involved  as  a  subject  in  any 
activity  covered  by  this  subparc  unless: 


a)  The  purpose  of  Che  nctivit-/  is  to  meet  th.v  health  needs  of 
:h?  particular  feCus  and  Che  fetus  will  be  pLaced  ac  risk  only  co  Che 
mininum  exte-'t  n'T'^ssarv  ro  sun'-  ■e'-h  .  o- 


V 
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b)  Th(?  risk  co  the  fetus  isiposac!  by  the  research  is  oLaiaai. 
and  the  purpose  of  the  activity  is  the  development  of  ircDortant 
biomedical  knowledge  which  cannot  be  obtained  by  other  means. 


2.  An  activity  permitted ‘ under  paragraph  CD  of  this  section  uay 
be  conducted  only  if  the  oiQther  and  father  are  legally  competent  and 
have  given  their  infoicced  con'cat,  e;<cept  tlie  father\i  croc-sent 

need  not  be  secvired  if: 


a:  His  ide/i 
ascertaine-.i , 


ity  or  c'hersnb.'N.its  C3nr;-'>t:  tens 


b)  He  is  not  reasonably  ava ilab In ,  at 

c)  The  pregnancy  resulted  from,  cr  p-c  . 


D.  Act  ■ '.-•.Iti'.-s  dlr-  'Ctcd  Co-ujcd  fetus-cs  c”.  -..cro,,  ' u-clad  J.r.g 

nonviabl;;  .t  -  ac?-  a  -tub  j ts  . 

1.  Until  it  has  been  asr. -,:r.;air.f-:!  whethe--  or  -rob  f  er'r,": 
is  viable,  s  f-'itos  o.c  •.-t-n.o  not  in'-olvn-c  ni-  subject  £r;  art 
activity  covered  by  this  subpart  unless: 

a)  Tha:e  will  be  no  added  ri-;k  to  the  fetus  resulting  fro-.-, 

the  activity,  and  the  purpose  of  Che  cctlvity  is  Ch-e  deve ;  oomer.r.  o."' 
important  b  '  :re-' I  la  j.  - ,  .'.'.i.eh  :■!  inoj  be  obt-.c.-d  by 

means,  or  •  - 

b)  The  purpose  of  the  activity  is  to  enhance  Che  possibility 

of  survival  of  the  particular  fer-its  co  the  point  nbi’. ~y - 

(c)  non  ■/ i.,!p  le  fetur  oay  be  ;.nvo've,;  a  :  subject  i.:  e ' 

activity  cc.  -.-red  by  Chi-j  iubpart  ucil-e  ; 

(D  Vital  function-’  of  che  fetus  -.'Ll  be  artii  i  :  id  1  y 

maintained, 

(2)  Experimental  activities  whic'n  of  themselves  would 
the  heartbeat  or  respiraclon  of  the  fetus  will  not  be 
and 

(3)  The  purpose  of  the  activity  ir.  the  development  of 

important  b  ic.  ;ed  ' I  hnnv’^-dgc  -..i;h  -  nner  -a  ;  -:y  otb?- 


Cerninate 
employed , 
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a)  In  cfi2  event  Che  i'eCvis  ex  utero  is  found  Co  be  viable,  it, 
■nay  be  included  as  a  subiect  in  che  activity  only  to  Che  extent 
pernitted  by  and  in  accordance  with  Che  requirenanCs  of  ocher  subpar-ta 
of  this  part. 


b)  An  activity  pertaitCed  under  paragraph  (1)  or  (2)  of  this 
section  may  be  conducted  only  if  r.he  mother  and  father  are  legally 
competent  and  htvs  given  their  informed  consenr, ,  except  tba  '  Che 
father ' s  . informed  coiissnt;  need  n.-jt  be  secured  ift  (1)  his  identity  or 
•-hereabouts  cannot  reasonably,  be  ascertained,  (2)  he  is  not 
reasonably  available,  or  (3)  the  pregnancy  resulted  from  rape, 

14.  REScARCH.  JIENTALLY  KJJFIR.'ibD ,  ‘An  aporopriate  addendum  to  these 
regulations  will  be  published  dinn  the  federal  rogulstion s  regarding 
research  in.  the  vcntslly  inficm-nl  are  promulgated . 

U'.’* 
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APPE.'JDIX  A 

APPLICATIO??  FOa  CLI^ilCAL  ZilVESTlCAIlOH  PROJECT 
(New  protocols  cusC  confom  co  this  foraaC  ^r.d  be  complete.) 

1 .  PRINC I PAL  IN VcSTIGAIOa : 

PROJECT  TITLE:  (inter  shore  projecC  ej.cle.) 

3.  OBJ£CTI^/E :  (Brief  but  specific  statement  of  Che  objeccive  of  the 

.  project. ) 

4.  MEDICAL  APPLIGATIOM:  ( Explain  brief  ly  the  ne.4 leal '’■aperCaor  and 

possible,  usefulness  of  C:  o  project.) 

5.  STATu'3 i  .  (What  has  been  accomplished  or  pubLlshed  in  the  oropor.ed 

area  .of  stn.-l-,-  and  In  ohai;  nanaer  oLii.  the  orojecC  ro.ote  to  o.r  differ 
from  Chat  va.-.oh  h-.'.o  been  accomplished.  If  ’-eforences  or  ri:^r social. 
ccrrmunic.-' ■■ '.or.  './I't'o  -o.-.l-.o;.’  .Irmy  medic:;.!,  facilities  are  in’;.-; I-e.d ,  .7.^ 
indicate...  ;  '  _  .  , 

6.  PLAN :  (:i".tj.Lne  1/  oUaC  is  proposed  to  be  accomplished  in 

sufficient  detail  to  indicate  a  clear  course  of  acciorj.  TcnlinolonltraJ. 
validity  '  procar!’.,r.:..s  and.  cNronolo';Ical  steps  should  be  sherwr, ,) 

(NOTE;  The  Purj^eon  General  and  the  local  Commander  io.se  have  a  vary 
clear  pictur-i  of  hov  C’;e  Invec' lgr,;ion  will  proceed  'o  ch'n 

objective  p.ro;  :;JC.  ibis  par  >.-;raph  frccuer.cl;'  hirn’Ishes  the 

basis  for  appr-o'.cl  -jc  cir.-'.ppr,."/n;  of:  the  project.) 


7.  3IBLI0GiLf\?HY’:  (List  source  of  information.)  (Include  pertinent 

re f s re.''.C'’S  r.n.-’  r'tar.’'’.) 


3,  r.ACILmjJ  TO  3£  (duch  as  ‘  eborstor--", 


c  :  on  tc  .  ; 


9.  TIME  RTQb'IRZD  TO  CChPLETE.'  (Give  month  and  year  of  cxdsc  Cs-d  start 
and  anticipated  completion.  Under  nu  c  i  rcu.ns  C  inces  will  project;,  ne 
funded  for  longer  than  three  years  without  submission  of  a  new 
protocol ) . 

10.  ?;?'SCN'/;L  to  CC.'.'JOCT  .^EOJECT;  (List  names  and  positions  of 
cersons  to  be  direct'./  in'/olved  in  project  uorh.  .Ittrch  s.nort 
biographical  sketch,  including  resume  of  education,  research  trainins, 
and  list  of  pu’cLicat  iens ,  for  each  pp.-son  rta.r.ed.) 
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■  APPENDIX  A 
IMPACT  STATEMEHT 

(Must  be  aCCached  Co  each  protocol  enutcsracing  impact  considered  to 

be  beyond  good  patient  care.) 


Patients: 

Bed  Occupancy: 

Laboratory: 

Radiology; 

Phari.-iacy: 
llur.vj.rtg  ServU:-’.'. 

Registrar: 

Ocher: 

Aopro'/als  Chief  of  Serv-__ico  (:■■. laf  oc  Dept  I- or  icss  Co-r:C! 

Date: 

Signacure: 


Crcde: 


Arrtc-uix  A 


VOLUMTEEt:  ACRF.r.MliNT 


VorJc  Unit:  C 


,  having  attained  ay  eiph teen trh 


(ISch)  birthday,  and  otherwise  hawing  full  capacity  Co  consent,  do 
hereby  volunteer  Co  participate  in  an  investigational  study  entitled; 


under  the  direction  of^_ _ _ 

_ jof  Che  DeparCoenC/Scrvice/Ins cicute  of 

t  Walter  Reed  Army  lledical  Center, 


Washington,  D.C. 

•  The'  iaplications  of  ray  voluntary  participation;  thss  nature,  duration 
and  purpose  OS'  the  study;  the  mathocls  and  means  by  yhich  tne  study  ia 
to  be  •  conducted;  and  the  kuovm  inconveniences  and  hazards  have  been 
thoroughly  explained  to  me  by  the  principal  invsstizotor  or  ’.y  cne  ot 
the  coinvestigators  and  such  inconveniences  and  hazards  are  set  forth 
in  detail  .  on  the  attached  page  of  this  Agreement,  along  with  my 
initials  or  signarnre.  1  h.ava  been'  given  an  cncortunity  to  ask 

.questions  concerning  this  investigational  study  and  my  participation 
in  the  study,  and  any  such  Au,-:jstions  have  been  answered  to  my  full  and 
complete  satisfaction.  ■  '  t  ’  '  -  .  . 


Uur  j 


hesicai 


the  ■  cse  us  a  pat  rent;  ■: 

X  M-iu.-u  provided  with  ’  a  cop/ 

sCeteraent  (DD  1'orr.\  '-'"05')  oliich  has  made  me  aware 
•  available  Co  mo  b era of  r.'te  Rrivav'.y  Act  of  1974. 

Coe  opportunity  to  review  the  RD  Form  2005,  ask 
retain  a  pev-conrl  copy,  f  have  bacn  mads  aware  th  • 
gained  about  me,  because  of  ny  pArticipatioa  in  Chi 
study,  may  be  publicized  in  medical  literature, 
educaCionoi  .not;.' a'd  u.ca  r;.:r.ora  t  ly  in  the  furt' 

coaseat  io  provI.U  such'  persona*, 
fo::  this  iavostigational  study  anr 


science, 
requested  o.: 


the  disclosure  of  pertinent  personal  information 


th 


part icipa  t  m  a 
in  medica. 

Chose  addirloival  ro';;'-!’, 
of  medical  science. 


i.nvi;"'st  I  ,.i  C  ionai  study  for 
,  ris';;;-  s  ioi'-  ■S  ai’  el  icat:.,; 

'.iiic'.i  soecificall',  relate 


••vc.. :  ,.oec  i. 

of  a  i-’r  iv  a  cy  7'.  cl; 

f  the-  r; '■  e ' ' i . - rdr. 
2  have  heart  gi'ven 
questions  and  to 
the  inforoaticn 
s  investigational 
discussed  as  an 
erat’.ce  cf  medical 
information  as  is 
freely  consent  to 
derived  from  my 


i  n  r;  a 


1  underscan.l  that 


;  u  t  n  t 


event  of  physLcai.  injury 


su.ciriz;  1  r.'/ 
y  'r  i }  I  n  n : 


research  procedurer. ,  fiedlcnl  i:  reat.nenC  for  inj-arres  yr  itiners  is 
av.ailablc  and  that  conoens.ni;  Ion  may  be  available  throiiah  iudici.al. 
avenues.  InformaCico  regarding  judicial  avenues  of  co.-rpensaCion  is 
available  from  the  Center  Judge  Advocate  General. 
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^  I  am  aware  thaC  at  any  time  durln,?  the  course  o£  this  investigational 
study  1  may  revoke  ny  consent  and  withdraw  from  this  study^  vithout. 
prejudice;  however,  X  nay  be  requested  for  medical  reasons  to  undergo 
further  examinations  if  in  the  opinion  of  ny  attending  physician  such 
examinations  are  necessary  for  ny  health  or  well  being. 

If  there  is  any  portion  of  this  explanation  that  you  doiJ  t  uadarstand> 
ask  your  doctor  before  signing. 


Principal  Investvg- 


'  s  S'-Knatnre 


8  .lanu.'u'y  )97‘’i 

I.Ls  nf  Che  Volimlr'iir  A(;recnienc,  Che  principal  invescinacor  r.hould  see 

-  fijll  derails  ccncerninc:  Ch.e  invest  i;;ac  iona  L  study,  insofar  as  suc'n  would 
cr  or  influence  the  CenCative  subject  in  any  way.  This  explanacion  should 
orded  so  that  it  can  be  clearly  understood  by  the  subject.  The  subject 
Id  place  his  initials  at  the  end  of  the  last  line  of  explanation. 

oper  explanation  should,  at  a  minimuoi,  provide  Che  answers  to  the 
owinjj  questions  in  lay  language; 

1.  What  will  be  ad.ninistered  or  done  to  Che  subject? 


2.  How  lou^  will  the  subject  s  participation  last? 

3.  To  what  Coats  or  exaninac ions  will  Che  subjects  be  raquured  to 

submit? 

4.  V/hy  is  Cue  investigation  being  conJucteu? 

5.  Has  chi-:  particular  study  been  done  previciisly-  -nd,  if,  so,  wii.h  v'hat: 

result  .  ? 

6.  What:  i v'ooi  'O’'! i.;:i’.:vs  or  d isronfo  r t  ;  is  t  . sub]-'.'  :  lih'-:'..- 
experience; 

7.  What  risks  or  hazards  can  be  reasonably  atil: icipate.d? 

8.  What  steps  '/ill  bo  taken  to  prevent  or  luiaini;.;-.'  c'!ese  risks  or  'ihz- 
dards? 

9.  I:  blood  ueing  drawn  iu  cha  study,  Cha  total  ^moun  '  cn.  blood 
shoul'd  be  n.'.curato J.y  quant '.CatscI  in  bolii  cr'j;  ar.  '  eunte.r. 

10.  Tne  volunteer  should  be  offered  the  opportunity  to  ask  ciuestions. 

11.  Alter'.!.-’.::  i.vos  '.'u  part  ic  ipac  loo  in  -the  sC'.i'.ty  she:;..  Da  i  d-;.a  L  i  I  i  e .  It 

Should  ha  s  i zed  Cliat  part  ic '.uatioii  ir;  the  -.rvuiy  L'.;  entirely  op¬ 
tional  - _ _ 

12.  .An  insf:ru'j.;.ion  ch;!C  the  subject  is  free  to  deciir.-a  part ioipac ion 
or  terraiiT-'iC?  part  icioation  at  an'^  C  i:ne  without  p”.a;udic2. 

13.  Can  the  patient  expect  to  accrue  any  benefit  fro-n  participation  in 
the  studv;  if  none,  so  st.aCe. 

i .  A  statement  informing  the  volunteer  of  available  OQOort'jn  it  io  3  for 
coTiper:  at '  foe  sn;,'  iniury  •  ncu  ■ 'ed  du  .'.ru:  the  stud'_'. 


CSCU  1  D  •  t  ■'/ 


;  '.ot,  : 


VOLUNTESF?  AGRt 


(Children  Under  Legal  Age  of  Consent) 


I/V.'e  _ _ _ ,  having  full  capacity  to  coiisont^.  do 

hereby  consent  for  ny/our  _ ,  _ 

(relationship)  (name  of particinantT 
to  participate  in  an  investigational  study  entitled:  _ _ " 


under  the  direction  of  _ 

Institute  of  _ 

Center,  V/ashingtoh,  D.C. 


of  the  DepartEient/Service/ 
_ V/alter  Heed  irmy  Hedica'J. 


The  implications  of  his/her  participation;  the  natare,  duration^  e/ad 
purpose  of  the  inyestigational  study;  the  methods  and  means  by  r/nic’i. 
it  is  to  be  conducted;  and  the  inconveniences  and  hasards  v/h.ich  raay 

reasonably  be  expected  have  been  exp?Lained  to  me/us  by  _ _ ; _ , 

and  are  set  forth  on  the  attached  page(s)  of  this  Agreeraont  which 
I/v;e  have  initial  ed  or  signed.  I/We  have  been,  given  an.  opportunity 
to  ask  questions  concerning  this  investigatiojaal  study,  aaid  axjy  such 
questions  have  been  aa-sv/ered  to  my/our  full  and,-complete  satisiac- 
tion>  y  •y-  -  ■  . 

I/.70  cer';  that  ■■y/’our  child  x-e-eivo'i  on  exelenaticn  of  ti  .i  s 

investigu.u.onal  study  in  terns  that  Vi  ?/she  : -n,  uo'' erst  art,  that  v:;./ 
she  has  h.- ’  an  onportuntty  to  auk  ar.'*  has  ha:',  ansyered  arty  quost.lor ... 
concerni.r, ;  this  ;  au;,:  that  ho/c.. u  assents  to  part:l ipatihny  .L.;. 

this  study.  .  . 


I/V/e  have  been  provided,  v/ith  a  copy  od'  the  Privacy  Act  stateiuent 
(DD  Fora  P.OO3)  v/blch  ha..-,  ao.rte  me/us  av/are  of  the  safeguards  av.al.i-'' 
able  to  v.j/d  -  re.vult  c.f  tao  Pri. .  acy  Act  of  I/We  ii.;.;-,'  - 

been  gd.V''-3n  .a.  chari::e'';.  to  review  the  BL  Form  200y,  to  ask  qo.e.sticn.r ., 
and  to  retain  a  pc.rsonal.  copy.  l/\7e  Have  hc-on  mada  aware  that  tu  - 
infor.nation  gained  about  my/our  child,  because  of  his/her  partici-- 
pation  in  thi.s  inve5t;h~ati02al  .study,  nay  be  published  in  medj.Grl 
literatui  .  d.i.seu  '•■.•I  \ tic. •  ,;i  'v..-.  a.:"'  us?  d  ■'er  1 

in  the  furtnorauicc  0.  v.ei'.cai  ■tie:cc .  Py/C .  r  chrld  a.'.vog  with 
m.yself/or oselves  consent  to  pro  ide  such  yie.r -onal  inforsation  ar., 
is  requested  of  us  fo,r  this  investigational  study  and  freely  con  'c 
to  the  di.sclorure  cf  personal  In  .formation  derived  from  his/her 
participation  in  this  study  .for  reasons  o:'  publication  in  med.ica. 
literature,  discussion  as  an  ed-.icaticnal  model,  and  for  those  ar,>  ■ 
tional  reasons  which  specifically  relate  to  the  furtherance  of 
modicai  science. 


l/.7c  understand  that  l/v/e  may  ^.t  any  time  curing  the  course  of  th  .■ 
investigational  study  revoke  my/our  consent  and  withdrav/  my/our 
child  fr'::..  this  s  tv  iy  .Ithout  /  ■ojo.v-’'GC:  hovo-ver,  he/she  no’'  ho 


.  I .  I  n  1 1  I  r  V  I  ‘  ^  * 


Wi*  /:l-  I 


AlM'l-'.MIli::  1'  i 

j 

Aikui.tI.  IVt)<*r('ss  i;<'>pi)ri  KV 


i 


Viurk  l.'nic  N'o  .  ; 

Title  of  Projsr.::: 

Invescirrators  : 

Princip.Tl:  (r^Mior  i  nvos  i' i '’.iCo  f  rospons  iS',  ;  fur  r.roia>r';) 
Associate:  { ooinvcsU  isccocs ) 


ObjeccL'/es:  (jjoal  of  research) 

Technical  Air.  ;-y :  'rnechovi  of  .;C !;;i in  Lnsr  ob jee  :  iv?o) 

fror-.rcss  etr.  i'.-.-j,  ^  .  ■’ o  rrc.i ;  ^c.!  flescripirir).-!  of  r^.r  rr.-e.-.rci  .rf'forw 

in  reincion  to  "his  werk  urn  it  v-.’icb  w.?.';  i'cr~  ' 
fot~ie;!  •■i;;rin5  Ch-;  rice  o !!  Chi',  r^'perc.  Lf 
invest igacional  dross  -ere  used  the  inforfnaciorf 
required  by  AS  40-7  c!osC  be  included.  TI>o 
nu.-.ber  a:  patiu;-..-'.  rturieJ  cac.".  preciselv- 
delineated.) 

Cc.nc  Lus  ions  ;  Ci 
5 

r’und  i.nr  Requ  i  reuen  c  n  ;  (orcsenc  end  ne:<C  "V) 

Personnel:  i  .’rrr.;; 

r.p  II ;  ."incn  t  : 

.Siipi) I  1  os  : 

T r.ivo  I  : 

Ccho  r ; 


)  1.  n  tc  narii.  Oi  sc<<',  i;  acnit 
iiern  serious  or  une;-;: 
rrru  nr'.rurrinr.  ir-  subjects  n.<r: 


Tsr.-r  SL-.idies; 

;  oifcct  CO-: 


?ub  1 1  c  0 :  i  on.s  :  (List  ."in'.v  chose  r'lchlished  .'luri-Tt  present  q- 

ahscracts  fron  vour  service-  .hich  are  relaCvid  to  the 
research  -iosc-ibed  in  chi.',  renort.  ".niiu'-e  co  enu- 
Pn'’ !  i  CaC  i  on;-,  or  .'ihscrncr.s  na',-  cor  p  rn-i  i ia.p - 
din-’  of  cb'.’  protocol.) 


I 


1 


APPENDIX  C 


V/P  70-3 


Fa?= 


Rndioact  iv'C  lii  Lii;  KcMiarwIi  U'.-poi 


'  Sccre:ar>',  RDRC 
Roon'.  3E05,  CI  S 
KR.-V'-IC 

1.  Work  Unit  5; 

!.  Work  Unit  Titio: 


CHT  \  I 

! 


Patient  Info  ration: 

a .  Zdvn'c  i  ■,:  ’  i:  ,l  o  n  Cn  c!  : 


(Thi.3  nuubur  must  a',  low’  for  i'r;fc-rc:nr 
b.x  to  a  awicifit  tio.'j  t) 


c.  Sex; 


d.  Weight:  _ 

■  •* 

rhart'.acologlo-:',!  Hose  In  format  ioi' ; 

a.  -Active  Tr’;,;jd  Icnt.s  ; _ ^ _ [ _ _ _ 

b-  Maximum  Amount  Administered  per  Subject: _ _ 

Pu-ii:;nuclic  ■  .  ;i  I  m, ma t io.x ; 

a.  ■  Radionuel  L Usc-.l  (Include  .sn/  sign! fican :  conctmi nants) 

I).  Activit/  ^  i-CHiucI  Ide^  l'sud.:„ _ 

c.  Dace  Radionuclide  Administered;  _ _ _ 

Were  X-ra/  procedures  utilized  in  conjunction  \’itJi 

this  research  protocol?  flir. _ 

m.is  an/  subject  used  in  this  study  p;!  rt  i  r  ip.it  cd 

in  otlu'i"  radiosi’l  i  v  di;!i'  i .e.i'!' 


^  -•  i  1  .  ■*^'C  -  » 


YES  f  ;io 


AdrainisCraCiva  inccl'iquacies ; 

Is  Che  fomac  inappr 2  ir iace? 

Has  Che  proCocol  been  signed  off  by  .'.he  Chief  of 
Service  and  Chief  of  DeparCcenC? 

Is  chare  an  iapacC  sCaCemanC? 

Is  Che  impncC  sCaCertonC  sign  cd  ofc  ov  Cne  LiV^cl’/ed 
Services? 

Is  the  bud3€i‘.i.ry  in  ^  iy-<  “uf  f  Ic vitly  ' , .  id  ic 

The  exac.':  type  of  sopoli.*:.'  s'r.ould  be  otu.-.'- .'.'itocl  . 


o  tnere  a  jussisrcatio'i  tor  major  <;  .m-pn;'  ■  ;  pur  ¬ 
chases?  .  . 

Adequacies  of  coasen:  forms: 

.  Does  the  consenC  form  contain: 

1)  An  oxtlaneciot.  of  the  pv.vpc'i  :•  of  th-,  -tad* 

2)  Tha  duration  I'f  Che  j'c^d/ 

3)  A  full  cxplanoc icu  of  uhat  ii  going  Co  happen 


4)  A  de.icript  ion  ail  -isc'.ir.if.  rts  r.n  •  :isk:: 
la  ted  Co  Che  research 

5)  A  drsclosare  -f  an  aiternativ-.  tc  p  ;  r ic i.-..  i; 
in  the  study.  it  should  be  eo.phasiaed  that 
Cicipation  in  the  study  is  entirely  optional. 

5)  A  description  of  any  benefits  to  be  expected 
from  participation  in  the  study 

o  ans-er  nr.v  roast  i  "'nr  co'-icnrning 


r  t  i  c  :  as  :  :o:.  o 


L 


t  Y-^S  ; . 

9)  A  sC2C:c:nar.C  inforTiin^  Che  voluac^er  of 
available  opporCL'.nic  ies  t'oc  cci^pir.sacioa 
for  aay  injury  incurred  durir.3  study. 

10)  For  Oncology  protocols,  a  sCatc.nenC  time 
"there  is  no  guarantee  that  the  proposed 
cheao therapy  progran  is  better  Chan  a 
standard  prograaj" 

Is  Che  language  used  in  the  consent  forea  j  ’  ' 

comprehensible  by  lay  patients?  . .  I 

Is  there  exculpatory  laiujuage  ia  Che  protocol?  1 


Signature 


Data 


iHO-AlOO  636 


iInclassxficd 


HALTER  REED  ARMY  MEDICAL  CENTER  HASHXN6TON  DC  F/6  6/5 

ANNUAL  PROGRESS  REPORT  (FY-BO)  DEPARTMENT  OF  CLINICAL  XNVE5T16A— ETC(U) 
SEP  60  T  M  BOEHM 


!  CncTiICtH'c  Notr.hcr  o:  C!ir;ic'il  Invest  jjjnt  ion 

Co-“i :'  !'  too  : 


Knclnr.ftl  is  t.’io  Fy-197f5  Annual  1‘royrcsa  Roiiort  (Ai'U)  for  V/ork,  Unit  0 

It  is  roqiiostod  tlmt.  you  rciiirnsonC  Che  Clinio-i!  Invest  if.nl  ton  Cfirn.r.i  l. 
esc  by  reviewing  Che  APR  for  Che  enclonod  protocol.  Upon  request,  w 
will  provide  you  with  the  original  protocol,  or  you  nay  come  to  Che 
Clinical  Inver.cigacion  Service  office  during  duty  hours.  The  follow 
ing  questions  are  offered  Co  you  as  guidelines  to  assist  you  In.  your 
review. 

1)  Is  progress  being  ^lade  on  the  protocol? 

2)  Does  the  progress  report  indicate  substantiAl  de/iation  fro 
the  original  pcoCocol? 

3)  Is  there  any  evidence  of  either  unoxoacCed  effects  or 

increased  iucidancu  of  cupected  uoCoward  side  effects? 


A)  .  l.s  f.h.^  c'-<ic.n 
here  tas  merit  of  the 
j o c u m "r tad  by  abet r : 
in  the  APR.) 


C  foe  funding  apy  :opr  (One  shoul  '' 

project,  pr-evices  budget,  prc'/icv.s  pregra s s  ;-.y, 
s  or  puhi  i-at ions  ,  and  jnoci!: .on  ic  ;..:. 


Corrjnstn  Cs 


.-.ecormendaCions :  (please  check  in  box) 

j  7  1)  Thai:  .ho  n-'R  red  reqa^..;  ro.'  bo  oppro-- 

Cc.T.nic  tee . 

r~J  2)  Thac  Che  following  additional  .'n form trrr. ■'c'.r.- 
iurnished  by  the  p c  Lac  i pal'  Tn  /c s  t  iga'or  . 


ta  o 


t  i.  t  - 


1.  r 

•  '  ’  J 


APPENDIX  D 


I.  ImplesientaCion  oE  the  Systera  of  ProCocol  Rewic'.^  (including  cho 
Systea  of  Priraacy  and  S'-ioondary  Reviewers). 

A.  ProCocolij  must  be  received  by  the.  25th  of  Che  preceding  nonch. 
(or  next  working  day  if  the  25ch  is  a  weekend  day  or  holiday)  in  order 
to  be  considered  at  Che  nexC  neecing,  usually  Che  fourCh  Tuesday  of 
each  cotiCh .  Protocols  not  approved  by  the  DeparCrenc  nni  Service 
Chief  would  not  be  accepted.  The  iavesCigaCor  would  La  expected  to 
provide  Clinical  tnvestig.ition  Service  with  several  key  references 
froa  Cho  bibliography  of  the  protocol. 

B.  Opvja  receipt  of  the  protocol  by  Clinical  Investigation 
Service^  an  adrainistrativo  review  and  evaluation  of  the  consent  ioru 
would  ba  undertaken.  (See  Incl  explanation  and  review  sVieeC.)  Arty 
pcotoco'.  '.7.1. th  cU’, Siciecc j,o.<3  would  not  proceed  furtl'.er  in.  “he  rev ie'-- 
process  '.in til  cUu  de £ i c irneias  wore  resolved.  .iLi'"';;  del iciencicf.  ia 
Che  CO'.,  ont  Eocr.i  would  '.i.^  co r r ;;c. ""d  by  the  editnriol  staff  irt  Che- 
CLinici' ..  .^r.  /osi;  '.j;*'  cion  S-ii.'vice  '^f'iics.  '.Che  invc:;.t:.;y.  to.:  ••.■ould  r  ■;  c.  e  i '  r-; 
a  revis  '  d.  con-senC  for;a  nod  an  explanation  for  vevi',  Ions . 

C.  •  ProC-ac'.'ls  '.70uld  then  be  read  and  revi  ec  by  sn  Z  A.cr.t  . 

Chief,  Clinical  Invest  I'.-.'ation  Service^  who  would  evaluate  Uher.i 
priniarily  for  adcituacy  of  e;<pari'.,;i.::ntal  design.  Tlw  Chief  and  A.ss t 
Chief  niight  elect  to  have  an  outside  consultant  review  soae  protocols. 

U,  These  protocols  judged  to  be  of  reasonably-  sji-nd  design  would 
be  forwarded  on  about.  Che  first,  of  Che  noath  Co  two  (2)  primary  re¬ 
viewers  and  Cuo  (2)  secondary  rev.iewers.  The  primary  and  secondary 
reviewers  would  be  members  of  the  Committee.  Any  of  the  nrimacy  and 
secot; .•av’.-'  w.n.r.s  could  utilise  additional  c  ansi;  1  tat  ion  .  An  attempt 
would  •-  ‘'.I'/'  selec.;.:  pr’.m..’.ry  r -I'/ieweri-.  f'.o..;  ..ii  .  Cl.  t- •' t!.n  r-r  -.r:  i.:',!- 

basis  of  h.-.owlu-ign/nypsrtise  alI..'lod  with  the  area  -andin;.  inves  C  igs  t  ion 
in  Che  /ro'tcC.  An  cx.nept  ion  ’.;oiild  be  Oncolo--/  i-roCof'ol.s  >  which  vnulr. 
be  Jistributed  to  Che  Co:::.:'itCe-:  on  a  roCationa.  La.:  is.  ^ri.mory  re¬ 
viewers  ;.’C.'.ld  '.ttumpC  "o  -'.ssesn  •••.iantific  r?.2r'.t.,.  r.-^perimen-tal  de.-iir-n, 
and  give  C'.-.T.e  .s.riw-rity  Cur  f'jcdi-.g.  They  wou',  I  Lo  orovidud  r.iirr  -'.y 
references  submictad  by  Che  principal  investigate  r  .  bach  primary  .re¬ 
viewer  would  sub'Tiic  a  wriccea  report  Co  Clinical  Invascigac  ion.  Service 
of  his  asscssmont  of  Che  proCocol  by  the  15ch  of  Che  month  (see  Incl 
f’2)  .  hi:  bis  discrcCion,  ^lo  could  cou.sulc  with  tlio  invest;, nator,  and/ 
or  another  con.sulcant  rc'/icrwcr  and  sua.;;<'SC  mod  i  f  i  i-.ac  ions  or  riimply 
submit  i/rictcn  rc'/Ort  to  Clinical  Invest  i  gat  ion  Service. 
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Ths  secondary  reviewers  would  also  be  selected  frosi  the  Coix-ai r. tiec > 
except  chat  they  would  not  hnvc  expertise  ot  krH>w!cdve  allied  v.'i  Lh  Lhc: 
area  under  i.-westigation.  "ihey  would  •■'C  selected  on  a  roCational 
basis,  would  submit  the  same  written  reports  as  first  reviewers,  and 
would  be  especially  expected  to  provide  sotia  degree  of  more  remote 
perspective  regarding  the  merit  of  a  project. 

E.  Ihe  entire  Coraaittae  would  be  provided  copies  or  rhe  proto¬ 
col,  primary  review  and  secondary  review.  Act;end.-ince  of  the  investi¬ 
gator  at  the  meeting  would  be  optional  but  he  would  be  provided  with  a 
copy  of  Che  minutes  which  would  contain  the  reasons  for  appcoval/d is- 
approval.  The  W7:tCCen.  protocol  would  be  expected  to  be  suf-iiclently 
explanatory  that  only  adjunctive  information  would  be  the  only  input 
requested  of;  the  investigator  at  the  meeting.  The  entire  Commit  tee 
would  consider  Che  protocol  and  reviewer’ s  ooxraenta  and  vote  for 
approval/disapproval.  The  numerical  estimation  of  scientific  merit 
and  priority  for  funding  from  Che  reviewers  would  be  recorded  in  the 
minutes.  The  entire  Committee  would  have  an  opportunity  to  revise  Che 
niuaerical  estimate  of  scientific  merit  and  priority  for  funding. 


F.  A  List  of  volunteer  consultants  and  their  a.re.as  o£  expertise 
would  be  1  '-Su'ir,  A7X?,  bAMR  uud  timi. 

IT.  Annual  nevin'-  o Protocol:; 


A.  Henceforth,  the  Ser'i^ice  will  issue  laves ci;,a tors  lab  note-  • 
books,  which  will  bf.  /ailaMa  for  ivw.paction  upo."  Tw  hiujr  notice  and 
will  be  returned  Co  Clinical  Investigation  Service  open  completion  of. 
the  project  or  the  in  -  osCigator’ s  departure  from  VdfAMC,  at  the  dis¬ 
cretion  of  the  Chief,  Cliriical  Investigation  Service.  For  certain 
types  of  projects,  a  .‘•t.udy  record  could  suffice  in  lieu  of  a  lah 
notebook. 


B.  Funded  ^-ror-clc  S'- 
years  beta:  a  isuf.  c  ..a-  .  . 

Cooperative  group  pr..t 
from  Che  Chuee  year  liuLt.  Ad 
considered  terminated.  trotice 
gator  of  C'.i'.;ie  pr.  toco'',  s  ..hi'.: 


app' oved 

urs  chan.  Three 

t  o 

:  Cc:.:..-' icoi  :• 

•  '  ap' ;rav.:il  . 

w.  t  ’ 

.i:ig  funding  v.‘ 

. !>'■;  exempted. 

..  years  ,  they 

.’re  autoraa t ic j.y 

will  oe  given  to  Che  principal  j'nussti- 

..-:ant’;;.-  ;;ri'jr  C:)  to.  .'.•ra t '.an  . 


C.  On  a  random  basis,  periodic  inspections  will  be  made  of  Che 
data  books,  consent  forms,  and  ge.neral  status  of  individual  work 
units.  Written  recocmandat Ions  will  be  made  Co  Che  Committee  ba.scd  on 
the  basis  of  these  inspections.  Ac  laast  one  week  notice  will  be 
afforded  investigators.  The  Committee  may  elect  Co  terminate  a  pro¬ 
ject  or  give  the  investigator  tine  tc.-  correct  dc  f  i  c  ienc  i.c.c  prior  co  a 
r  :  i  a  3  p  c  c  t  L  c '  . 
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b.  This  ycnr's  Annual  Fro<;rcss  !<c-port  v/i '  1  be:  flivicled  into  cr^ual 
packages  for  cacU  member  of  Cbc  Commitcee  (see  Incl  i^3)  who  can; 

1)  Cercify  chat  the  Annual  Progress  Report  £a  adequate  and 
the  project  raeri.Cs  continuat-xon.. 

2)  .Request  additional  data  froci  the  principal  inve.cCigacor . 

3)  Rccomraand  Che  entire  Comcnictee  closely  scrutinize  Che. 
project  and  decide  whether  or  not  continuation  is  warranted. 


HOW  TO  V/RTTE  A  PROTOCOL 

:  .  ,  ■ 

* 

* 

jhe  research  process .  a  stepwise  development 

1.  ■  Prior  knowledge  or  opiaion,  ,  _ .  .  .  .  ' '  ’  "  • 

21  Inductive  reasoning  ■  *  . 

3..  /Fanculatioa  of  hypotheses  '  '  ^  • 

4.  ‘Deductlve'reasoning  leading  to  experimental  design,  to  tcst^ 
hypothesis  • 

,5-  Ej^eri  mentation  '  .  •  * 

6..  Evakietion  and  ir.terpr‘?v:'.lion  cl'  data 

7v.  Conclusion  .  .  .  ■  • 


Protocol  f/ritinc  is  a  .■■'peciflc  exercise  in  tic  sci&nticic.  method.  Its 
central  feature  is  the  statement  of  a  hypothesis  v/bich  is  verifiable  by 
experimentation.  In  addition,  the  protocol  specilles  plsnnsd  procedures 
by  v;hich  evidence  may  be  obtained  cither  to  verify  or  to  reject,  the  hypo¬ 
thesis.  Thus  the  protocol  is  a  brief,  orderly  stateraenfof  the  information, 
^.d  directiens  pertinent  to  carrying  out  the  research  process  in  a  spe¬ 
cific  instance.  The  disci.pV.ne  It  ir.>nosas  'h:  r.'o'r.g  and 

exprassicn. 


1.  '  Title  ■ 

2.  Background:  Pilor  knov/ledge  or  opinion.;  inductive  and  de'''uctive 
reasoning  leading  to  the  .'.^tatenont  of  i.''.e  hypothesis 

3.  Hypothssi:;.’  '■"atement  ro  be  ■•erifLel  ,  coL 

4.  Objecth'-o;  b, rc;rirLa:mii  .  .<  be.  gained 


T 


E- 


Materials  and  methods: 


Experimental  subjects;  materials 

Technical  methods  (qucuititative  determinations) 


c.  Experimental  design  and  procedur'es  (the  formal  plan  and 
directions  for  experimentation) 

id.  Analysis  and  Interpretation  of  data  ^  to  includer 


(1)  Daia  tabl.es  in  outlina  ^  ~ 

Outline  of  proposed  calcmlations  ^nd  statistical  pro— 
codaves  as  determined  by  the  experimental  design:, 

.  These  calculations  should  include  prescriptions  forr 


The  reduction  of  data 

>  ;  .  -  .  I 

tl’Toi  ■.’eterrr.hiO.ti.o;:'.  .:.!v  'mi..' 
d  irnodntiiV'o  iralues 


(c) .  EsLlr.-icfces  rega 'cding •  the  population  parametei's  as 
-1,.'  .  .  itidicatod  by  the  sample,  statistics,  tvith  an  acta; 
meziL  of  the  uncertainty  of  such  estimates 


(tl)  Gcuuparison  behyeen  groups  ana  tlje  ineasure  of 
■  uncertainty  of  such  comparisons  -  '■  '■ 

/  .  ■  .  i.  ■ , 


Pro^7is.lon.  L'  lr  the  d',.>c:ov^-r  /  of  .i-'i 
■vu.dables  and  the  effect  of  .such 
on  Icitui-oretatiou  of  tits  results.: 


:iC.:y  fij; 

dei'icy 


TIPS  IXJTI  Vnivrjy.c  AND  PROG-SalNG  PRDTnCDLS 

1.  Misc  certain  that  appi'oval  of  departr.ent  chiefs  is  obtained 

before  sulraission  to  Clinical  Investigation  Servdee.  .  . 

2.  Curriculurr!  Vitae*  s  are  required  of  cadi  investigator. 

/n  c^propriately  si^cd  off  irrpact  stateaient  tisist  be  included/'  • 
Esperiuental.  c'e".ig]i  irust  be  clearly  specified.  . 


e. 

4- 


5.  Too  frequently,  the  p^v.ar'.aed  rsthod  of  data  analysis  is 

inadequately. outlined..  This  can  iead  to  local  disa.pp rev's!,  inordinate 
delay,  or  questions  fron  tlic  Office  of  the  Surgeon  Genera! .  .  -  '  • 

6.  The  exact  population  of  patients  to  be  studied  is  often  inadequate! 
identified-  live  age  grata s  and  excluding  conditiers  AciXi.  study  cost 
be  precisely  identified. 

7.  If  tlie  pati  -nts  are  at  risk;>  u'lcre  need  be  a  dr-5.cr.*.pticn  of  h-/,.,- 
the  rish  v;ii:.  ;?  j/ In  .“mired,  i.e.j  cons'ten.i:.  atlcric!  ;/  a  puyr  ic..b-n„ 

8.  Any  requests  for  fti’ding  sb.ouJd  be  substantial:;.!  in  detail. 

You  should,  be  prepared  for  your  requests  to  be  criticall)'  cnalysed 
at_  the  Clinical  Invest: Iga.ti or  Cci'-mlttc?;  meeting, 

9.  The  major  problo;ii  'with  pratoccl.s  thst.  are  not  aup-'overl  is  clarJ.ty 
in  the  ivriting  nf  the  irotccols.  All  pai'ts  of  the  protccol  should  be 
ccmpruhensible  by  "■.z’.y  personnel,  as  vrell  as  physicianr.  and  other 
professionals  r.'.ot  >».  tiie  partiordar  area  of  invcsthtatlon. 

0.  Leave  one  te-Ci-.  maT'gias  on  all  four  sides  u£  th-n  page. 
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Paclenlst 


Bed  Occupanc-y 


•Laboratory: 


Radiolog;y : 


Pharaacy: 


t’urstrig;  S>:‘rvica . 


egistravx 


Other: 


Aooroy^  ■. 


Data: 


Nana : 


Grads : 


Position ; 
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This  study  was  closed  4/80  -  Patients  will  be  followed. 


PliPddCAT  rOMS/Ai’.Si'i’vACTS ,  PY-RO;  Maaiiscript  for  this  study  is  pendiii 


i!)  :  ^c-r  I'iSd  '  |  i”::.  i  NO ;  6u.ol:'  7*^31" 

'ilii';  0:'  r.'.oj  ;'.i :  i  :  IN  I  u  ol  A.i  r  i  ;'.:ay<'in  vi  rh  &  v/itiiont 
iJ  -.l  o;;':;  j-i  S  i't:  Thi.su;'  Narcf'r.arf  (A  poasc-  III  Stuuy) 


UOiAC  UNIT  ^_rjA8_ 
ST,V/'!!S  :  ]  II LCT  i  ri 

I-NriaV 


A  i’Aiu  i  i, '  ^ 

-'al  ]  avast ro/ViCNr:' 
assoc; c atk  i as't i  CTV.ro;;s  • . 


KAY 

AC(;U>lUI./TiArVK'>l!'.nCAS  s' 
COST : 


1  F.S  i  l.MA'ij'i)  OASO'  '■■/n  o-.  !)ATr, _  19.-.0 

'I  IVLonr 

r'A(;lL  t  i'Y  :  V.'alt'ar  IV-'.-t!  /vviiiy  ik'cUcal, 

_  _  Conjic.r  _ _ 

SFHVICA;  lA  r-itology-OiicoloAy 

Dou'ir tmaut  of;  Medicine 


Fy-80  MEDCA3}':  COST: 


Accc::n:i.\TXVK  co^traov 

COST:  NA 


ACCUMuCATlVK  SliPPFY 
COST :  MA 


I'KUTODTC  REVIEW  RESULTS: 


NA 


STUDY  OfiJECTtVE:  Jq  coiTipiire  Adriamyc; i ti  alone  &  with  ITER  in  induction  of  rejaission 
in  inonerable  soft  tissue  sarccnass  <'ii>d  to  con'.pnre  monthly  single  vs  3  consequent Lve 
daily  doses. 


TECHNICAL  YJ’PROACH 


[: 

1. 

Atlri.an-y;in 

75  MG/M' 

vs 

2. 

Adriair.ycin 

&  MEU  1 

vs 

3. 

Adr iamycin 

25  mg/ii 

vs 

A. 

Nunber  '!  pi 

us  MER  ■ 

IV 


q  A  weeks 
C  on  days 
•s  1,2  &  3 


1  &  8  qA  weeks 
q4  t/eeks 
1  C  S  qA  weeks 


PROGRESS  D.,RLNCr  iY-80:  5  WKA'K;  pts.  ti.nve  hcon  entered.  3  died  in  1978.  1  \’,is 

LFU  on  day  16  in  1978  and  one  had  proy.ressive  disease  in  Feb  79  (day  100)  and  lost 
to  follow  up.  CALCB  entered  75  patients.  There  was  an  overall  25%  response  rate 
wiiich  did  not  vary  per  am. 


(if  to  re  .siudtld  bkfopve  completion  of  stud/: 

si;i.'ii)ii';/i  N'-.xrr.cTKO  sroE  LFFF.CTr,'  iirsrajECTS  part fer pat ing  in  project: 

'.Vine 

C')NC:!.US  i  f':,  ; :  'liiin  study  was  cJo.sed  to  pt.  accrual.  There  was  no  difference  in  the 
Ad  r  i  oTu/r  i  n  or'iednles.  Only  ?.j%  rosjionse  rate  was  seen.  Study  is  teminated. 


l'U';i,ICATrrr;;/Ai;:;TP/,CTS 


EY-80: 


Manuscript  in  draft  form 


l  )*K(iT0C>'ii^"i:6T  _CAi'/:(;  7J: 

V iVKK  'oy’l'KOjKcf:  . 

Ak.'',  i  ^  .  .J  ;  ./iiU  C'u  i  ! <’’11000  A!.!. 


Vo.i::  H  :t'j'  I5AA 

S'lVl'!  ’/  1,  '  <T  J  I;1 

)•■]!!. VI.  V 


STARTiNG  DATG:  1978 

•  1 

1 

1  EST.I.MATE1)  CON 

I' itl  NG  i.  I’AL  J  N VFSTI  GATOi; ; 

ASSOCIATE  INVEST  lGA'iORS  : 

1 

C 

FACfLlTY:  Vi 

Gc: 

SERV.rCE:"lud., 

Den, 

KEY  NO.IDS: 

ACC'-EUtlAXIVE  JfEDCASK  '  | 

ACC'Eluf.A'i  rVE  CONTilAC 

COST :  Nona  j 

CGS.I-: 

None 

' .  1 

L.  - 

KV-SO  ilSDCASE  COST: 

■  1 

[  PKkTOUiC  KElMi 

/.'oc’cl  /■• .,  i-iv  .i.c-.£ij 

!',y  ■  Ouc-.oj.f:  <,y 
wl: 

’  ]  Arvii'vriUTAvj-' sT;v]^y 

COol ; _ ^iJon-? 

•■uiTcsT 


STUDY  ODJECTIA'T;  : 


ITmri  ___  _]_ _ 

lAffect  Ivf';  tlisrapy  lor  rc'J.apsecl  ch  iJdhooV 


TECflNICAL  APPI^OACU;  Cornpa?; v.;oii  oi;  V.  ?;ov:'  -nd  T-CO'.v  (S  -o  .10/^1  vppo:-[-> 


I’P/JGRESS  DURING  PT-  SO: 


Pjotoco.X  c.lor.vil  because  of  lack  ck  fuririinj;  oi:  CAi.GB  ' 
Pediatric  v'TOup, 


yvNSU'tR  TO  RgyiEWHK'S  COMMEOTS :  No  patients  cnrcied  /:t  V.'RAMC  or  CALCNi. 
^sTudy  cToHcd.  This'  is  a  final,  report.  Tliere  are  no  po.ssible 
conclusions.  '  . 


::u:;tkr  of  subjects 

SSRlduS/UiiEXi^EClhU 


CO.NCLU.SIO.TS: 

None 


TO  BK  STUDIED  BErOllE' COMifl.trflON  OF  STUD'V  "  'None 
'si  nK~EViT:CTS''ltrSUhjkCTS  PARTTCIi'ATXNr:  lii'  PKOJECYr 
Anaphylaxis  jot  experienced.  _____ 


AUST,  r  GAT  fONS/M’.STRACTS  ,  FI'-  SO 


None 


j)ATi; :  rA'pt  c ^’V^'  i-'TaoO  '|PlU)'iTi’ ’OL  NO: 

TL’i'i,K  Or  ;(jJi;CT:  Mult  Lrao>-ei  Tiu-rapy  To  rUiiiay.o’r.ont  of 
Pr  imary  Non  Metastic  I'.wli’.’;' s  Sarccrrn  of  Polvic  Aii'l  Sacral 
Bones. 


WOlT  UN  if  ;>  l:To 

[  rAv^Tiirr 

[ _ ^ 


START  INC  i-ATK:  i97N 

IT  (TA'iC^ 

ASS  or.  1  ATE  i  N  VKS  T I OATO  RS  ; 


I  KSTIMVIEIJ  CnMPJ.UTlOM  DATE: 
Bruce  Booth  ,  K.!). ,  llA.l'l'S  . . ' 


‘TQ&J- 


kEV' WORDS  "T^/ing^s  SarcoriA 
ACCUMUI.ATTVE  irUDCASE 
COST:  NA 


FACIJ,  l'J'Y  :  Walter  Heed  Army  Medical 

__  _ _  _ _ 

SERVICE;  Herna'  oloy.y-Oricoloi'.y 

Depar  tineuL  of  l  lediclue 


FY-80  MEDCASE  COST: 


ACCUMULATIVE  CON T lUiCT 
COST:  NA 


A  c:cu  MU  i.at  I VI-:  s  upply 


COS'J' : 


KA 


NA 


PERIODIC  REVIEW  RE.SULTS: 


NA 


STUDY  OBJECTIVE: 


Not  applicable. 


TECHN  L CAL  APPRt'AC'J ; 


Not  applicable. 


PROGRESS  DMRI.'.C  FY-SO:  No  patients  entored  tlrir, 
pates  in  Lntarcroup  studies. 


study  and  CALGB  no  ]nrip,f  r  partLc 


i;UMii_E  1^0 F  Si; B. TC'I^S 
SERIOUS  /  ID:E^  E  C  IE  iJ 


TO  'be  STUDrihi  before'  completion  0F_ study  :  None  _ 
S  1  DE  'eFEECTS  IN'  SUBJECTS  PARTlCl  P.'>  iMNG  'iN  'PROJ  ECT  : 


_  None. 

CONCLUSIONS:  None.  CALGB  no  longer  participates  in  this  study. 


PUBhl  CA'r  K'JS/ABSTNACTS  , 


FY-BO; 


wo;;v.  r:rr  im,'-) 


...'-Ml  'M;  CM,(M  789'( 


''ULTIMODAL  'iliiiUPY  FOR  THE  r-LANAOKMENT  OF  PHirURY,  NON'-MKl 
SARCO:'tA  OF  EOA'-:,  PELVIC/SACRAL  AREAS  EXCLUDED 


STATIC  LWiLC'?; 


S  i. ii'.  lE;  2'J  Aup  79 

M' lN>j !:;v  etc  Jeffrey  l.  berea;e;r.;.  me 


I  ... 

I  i  '-' 


ASIRE'r.VrA  i ::,S T  LGA  Li'iRS  : 


FAC  i  L.  1  i  i' :  E.; !  !  ■  ■ . 

l\ :l'  .  f 


Cln.M’.d 


•A.;  t.-:  * .  ri:,  .a  i  r,  Jl  i 


.  K.,'  il 


U.  •. 


”EY_Av:r;;S: 

ACCEM  E'vi'T'/E  '  -^jiliiCASE'" 
C'-ST: 


I  A'-’i  IIE'IU'.A  7  I  Vi-.  '  ’,1’ 
C'  >'t  I  * 


.V.  iVF'  :‘ 

c  -.rr : 


M-iOfASE  I'o-v: 


jVV.Ti  ' i  :  ;  iiTipro\'.a  the  .survival,  of  patiriO,;;  vrllii  Ic.-iiiKed  Ewinf'Vs  r..j  r..-OiFi  i 

of  b-Tno  v/ho  have  no  Gvidenco  of  i:k:tast:a.-.;ef;  a;  ..  l.igi:.,'S.i.:  i. an  inienslve  miiltl- 
modal  therapeutic  approach. 


TECHETCiAi.  APtV’.O \C:t :  Regimen  1  -  High  IntermitlruU  Chen;.'!  therapy  w.i  th  vincristine, 

adriamycin,  cyci ophosphatnide ,  and  ac.tinomycin-D 
Regimen  1  i-  Moderate  Dose  (’ont Liv.n.i.s  Chemotherapy  with 

vincristine,  cyclopho.tphamide,  adriamycin,  and 
act i nomycin-D 


PROGREda  DURIHG  FV-RO: 


No  V.'RAMC  patients  were  entered  on  this  study,  from  start.ing 
date  to  closing  of  .study.  i 


HUiFO; 

SERl'o 

None 

D)-rh; 


(f  su;;M.^r:^’0  Ui.  SiCDii-.D  reiarm:  ka;  of 

T/HNEXPECTED  side  EM-  i-:i:iV;  ')  nT’sHIUECTS  PARTiCiPA 

I  i  (i.'iS  ; 


r;-R 


PKOIFCV: 


This  study  has  been  closed  to  patient  entry 


V.'OKi:  W.’iT 


1571 


statu:; 


J I '  (.  c  r  i  ,!i 
i'ii’.al 


nXTK:  '30  Se\,t:t',ubPi;  1980  ~  '  (PltOTOCOU  tffl:  CALCIT  7  U  '  ~ 

TTTI.E  OF  PROJECT:  Intergiroup  Rliabdomyosarcoma  Study  III:  _  _  ^ 

Alveolar  PJiabdoTnyosarcoma  oE  tb.e  ExtremlLy  lu  Clinical  Groups  I  b  ll  Patients 

- 


STARTING  DAT'K;  1979 


ESTJM-Vi'En  COM^b.KTION  UATf’: 


PRINCIPAL  INVESTIGATOR:  Dr.  Joiiannea  ISlow 


ASSOCIfVl'E  INVESTIGATORS: 

FAClLIi.,':  Walter  Reed  Army  i-Jedic;;l 
Center 

SERVICE :  Hematology-Onco logy 

Department  of  Nedicine 

KEY  LORDS:  Pdrabdomy osarcoma 

ACCUMbi.ATIVS  MEDC.‘\SE 

COST :  NA 

ACCUMULA.T  1 VE  CONTRACT 

COST:  NA 

ACCLRSLU.ATI  Vi:  SiJPPEY 
COST:  NA 

.  _  .... 

1 

ry-80  KEUCASE  COST: 


NA 


PKHiOL'IC  };EVIEW  results  ; 


STUDY  OILh.Cil  .S:  do-tarniorf  optimal  therapy  of  rhabdomyosarccma  Cru  1.  cytn:<an 

be  dropped  from  study  VAC  R>c  2.  it.  VAC  pulse  better  than  sequential  3.  will 
Adriamycin  +  VCR  +  Cytoxan  result  in  increased  CR  A.  vhat  pathology  is 
prognostic.  5,  what  .si;;nif icance  is  LW  Involv-ment . 


TECHNICAL  .APPROACH:  areas  -  very  complete  therapeutic  schedules.  Our  pt 

rcc'‘'ived  Regimen  25  A^CR  2mg/M“  IV  q  v/R  x  12  doses  "I  DACT  OOla  Ln;',/RG/d  dl  5  L  (. 
10  mg/::G/da>  IV  dl-3  then  20  ng/M2  TV  d  o  &  A  +  DACT  dl-5  +  cytoxan  di-3  repeat 
this  ■;  4  wRs  x  2  yrs. 


PROGRESS  DURIIX/  EV~30:  Qne  patient  witVi  extensive  intrathoracic  disease  has  been 
entered  on  this  study.  Sue  received  VCR,  Actinomycin  D,  and  Cyto.xan  per  trea.iu,' 
arm  1/25  and  obtained  a  CR  whea  last  seen  on  Day  136. 


NUMRER  Oi’  SURir'ciS  jib'jii;  STCoTbi)'  REFORE’  COriPl.ETJON'OF  SlilDY  :  bee  concurs  ion  s7 
SERLOUSAi:;FAPi;(:TE!)r  SI  DE  EFFECTS  IN  SURJEfTS  PAKTICnbXTiNC'  IN  PKOJECr:' 

Hone 

cToThH.US  10,'.  S :  Too  early.  This  .study  is  now  under  the  dirccLton  of  SLOG  ami 
follow  up  .should  t'nerefore  be  transferred  to  Dept.  Pediatrics. 


■i;‘  ■  ^  :  A  '-  '  '  ■  /'■  i 

I'l  I  1.;!  0.'  r.v  ■;  ,i;  I'han''  '[  i  Si*i’'ly  oi.  M— A!iSA  (/.’S'; 
I're/itneaL  for  ''a]  Orari/tn  Ciil'c  i  aa!-;/!,  !'.r<f.-.u;L  Care 

r.ypernopriro.rei,  nrul  or.ui. 


S':  .■  H'  ;  ; 


niy_l 


I.'i'C  Jeffrey  1,.  IkT'Mili.T;’, ,  MC 
II.:  C  : 


I  :::i.  1/1 


Ki/'i'  '..''.'.a'S:  M-Al-tSA  ,  I'lt:  1  anonia ,  Ovarian  Care  Lp.ar,!.i ,  i’.rea'Vt.  C/'.  rc  Liio;-'.  i ,  /lypei-'iiep’'. :  i,.  la  j  li.'i.aio-: 
ACCS/sjLA'i  I  / 1:  C:.::.: './A.  .  ;  /  V'' 

COST:  i  C'S  I':  f./  .  ,  ; 


rV-30  laocAS;/  CcST: 


’['VcUl'j  'Hf  KeVl'i/ ;  SI  -'iJ’.iT: 


5.  LbDY  OnJ.rCiUa:  Pha.ae.  11  sf.udy  oE  tXVMSA  CNSC  249.99.2)  is  clesiened  to: 

Deterra.Lrie  t'ae  conplc.te  ox  pat  t.inl  k  ?  i)onse  .E/rcqnenc;' o..-.  o.E  the  v:ir  >U3  Eail ta/L r.<l  i,  aiior' 
(^Pec.  4.2)  to  treniuiont  vv'ill'  M-A>1S,  Dctertnirie  the  duiatieu  o'"  re?.'pon.se  .in  tiio.se 
patients  responding  to  continued  M-AilSA  admini.str.ation.  Provide  r..iditional  clinical 
and  laboratory  data  regard  in}',  toxic  ity. 


TF.C’.iSIC.M.  Ar I’rU'ACii ;  Tl\o  first  treatment  dose  will  ho  120  ng/”“.  Pationtt:  previously 
heavily  Createtl  \;itli  chemothE'rapy  (e-xpecially  nitrosourea)  or  rai  latlierapy  or  x/ith 
hepatic  dysfunction  y.ay  start  at  CO  l-’vory  throe  '.'tv-Ts  th.e  .■.'osa  wi.ll.  he. 

increased  hy  20  rT;;/M“  oven  liic  prex'ioas  dose  until  i  (■('.  i.,',.'.,'  ! re'cnc'd,  oi'  ii.itj.l  wye- 
losupp  f  f-.n.'/'.  i  on  i.s  oncoun ;  <.:r  od  .  flyelo;.aippress:i.on  v.dl  I  require  d.osc-  /ic.i  .If  irat  ion. 

Other  .severe  tcxic.iilcs  such  as  extreme,  nausea  and  vomiting,  laicositis,  and  hep.nt..ic 
toxicity  may  also  ho  indications  for  ('o.se  modif  icat  inn , 

liMr  aCS/j  i/)h:<ih('  I".’-  S  L^.  [latienis  are  enterx'd  on  this  study.  '/livire  have  l):'on 

no  responses.  Trirx'.o  patient,::  have  .subsequently  exp  Lied  a.-.l  tiiree  .resaatn  on  study. 


;;pi;,rc..;  Til  02  PiiAIPD  lU/i’xi'a-;  OhP' i  .Tr  i .  r;  i.v  sifAY  :  ltd 

SERio  ;i  t. i  D'r'iTi’hCTi  i'::  sii«.i;,cis  pac i  icri'A!  i/j;  in  -  Km.  -xT: 


CONCLilb  :  ../A  i : 


PhnLicAi [o;.s/A;vsT:h\c.i';i ,  i  y-ha; 


none 


h.-'i  ii.'T  i CA'.-o  /V  -' 

ri'if.ir'OF 

Trv'Citnf:it  C'f  ‘'''’M  .ry  /’vcuto  c  ;  n. 


ti'l'/.').  b.i  ;  )  n'.  '.  i;  i  ■, 


sv^■v^T[^;G'I^x:^  '/->  .  . |  k^tkia'ffo  cx):-;7u:ri'').;_b.yi  Fy 

rUiKCiFAF  l:;v;;SVi;[;A'i\i:(;  I'l;.  L.  - 


ASSOClATi'-;  ■fN'.'-li.TIC'..'.'  \u;s  •- 


KflY  l.'OKOS:  Acute  Lyr.ip'Loey tic  Lf't'.Ve;!iia 
TxCiSUjLA^T^^^ASfr'  “"'I  'ACCUynXATlVK  CCiitirACT 

COST: 


FAOJI.i'X'T;  V.’-i Ite;’  K'iC-,'  Ari;iy  r!? cui 

_ _ _ Cciiter _  ^ _  ■ 

SF.;tvVc-2  :  llc:'n:itolcj;;y  -  Oecolo£iy 

! :  ifuit.  of  Medicine 


COST: 


Hone 


h CCOMULAT J  VF  S  JJ’r LV 
COST: 


TT-80  MEDCASE  COST; 


None 


TKRIODIC  UCVI.i.d  KKSDj.To  ; 


STUDY  OBjECTiVE:  3.^  Tc)  impro--.'e  refipoitoe  r:i' e  taiJ  duration  in  £),c.ut«  .'r,)  iDp’no i. ic 
leukemia  by  tctsCiri?'  h’lyC  dcir.-  /c  3ov  c!  >te  )> '-d'V! r'^rtc  :i;i  iriduc!.  M. , 


TECi’HICAL  A??::C'AC:!;  jitree  prolocol  cuttpnr;  -p  nredniuon  i  Ad  ui’tb  li!0 

and  vr>  predn -loonf*.  70  /  p.C  a  d<,!x  ;■  ■■■•'  !' (.'.tnoi,;?.  , 

vincrir. Ciuri  2  IV  q  x;cek  >c  4, 


hi.}  iie.t.i entr;  voce;! 


:c;i  ve 


i’ROGRF'^SS  DtrK'AG  I'Y-SO;  One  patleaC  eritere.d.-  ticliieved  cotiplete  re.misr.ion .  (i,f.c.; 

Protocol.  cTc).".'-d  (lecnu  ve  o',  .(•tc.k  of  .it.  ''  i.np;  ol.  i'.  d:i,,u  I'.i  c  t.i'aup  •-  C/‘,'rCd,  l£’t  art  .  i 

rep, inc'.  ) 


KUM:'n:n  of  s 

s';-:Rious7cSi 


::;J.SCTS  TO  bp:  STUnXED^F.KR'.kF  COMi’f.ETIOU  OF  STilDY : 
^'SefUD  s7dp:  EFFECT'S  IK  SUdjECTS^rAlfTKiTBATidfG  Yk' 


-fr/A 

PROliiCT; 


c:o;:(:r.u;:io::s 


Trie  o'n.Py  ~pa't;Lcnt.  t  riCiitivd  Arn.T~btrTTjXTb'.:ed~ic>v  lo.tji  V.r-i  n 
r.urv-ivril ,  l;c'  raibnequ'-nt  leportr;  t/.il  l  ]>£•  nubi  tlt  i.ecl. 


to'-;IcxCy  niid 


rfUd.TCATfO'; ;/;  dSTUACT:: 


?Y-  SO; 


1,’f 


WOHi:  UiJIT  i574 


-.'-i.’  :  i  7':  CAl.C,B  79^.!  ;  :  I:;--: 

Tfvi  ■  ^a:!.  ; .  i 

coMPAKis:.;;  oi’  fam  vs  ma  ik  locafia"  aiv/ance!)  or  ::EiASTATrc  castrjc  ca:;clr. 

A  FtlASK  II  i.  STUD  I. 


;  :iR  Doc  79  '  !;sri;;M a-:-s 

iA!  j/rc  jeffriiy  e.  beuenjjerg,  mc 

■,S  irOATORS’:  !  KAOl  M  .A  :  A.:  ;  i 

I 

■  .1  :  r 

•  SUUV  i-’l;:: 

NtV7  )'S  ■:  Cl  ^t.ric  cancer 

ASCtS'I  '.I  '‘il  I. .-'i'l.A'!' I  FF  i.'SISA-., 
COST:  'SK  ;  ;  __  . . 

FV-SO  :S'  ■■  ■■■:  'T:  '  '  '  ;  i.'lI.Vi  ' 


ilVii;:  1982 


;  AFC!:;-;;  :  ; 

,  CO;)!': 


S  il  S"  ■  1,  To  tlcl.  or-'in.'  ‘iier  ii'lcnsi.r'  i.’iF'!'!  ion  th.vra;'y  v.'i;;h  a 

two-drii^  c.'j::  in.d!.  Lon  ,  excltidLu,;  '3- 7.1  uo  rourac  li  vi.ll.  n.'ulijng  tlie  Li.-ic  Lo  dl.sense 
progra:is  ion  v/hr-n  conpared  to  therapy  v'itli  FA’I  in  the.  r.re.atnent  of  patients. 

2.  To  da  tannine  partial  and  co:np]et:‘  response  freqnency,  and  the 
duration  of  i-enpon.so  and  siirvival  of  pationt.s  v;itii  r  oaaurablc ,  locally  advanced, 
or  wi  t!i  :  .‘tastatic  p,,-istric  cancer  when  the  patient!,,  are  treated  \/Lth  'I.V  versus 
FAM  a.nd  both  rej'Lrtens  are  followed  by  a  common  nainten.ance  therapy  employing 
niitomyc  i  n-C  and  .B-f  Inoronraci  1. 

Tl.d;.';  i’R'i  vcii :  Kcginiea  A  -  5-f  luorouracil ,  nitomycin-C  and  adr.iamycin 

I’.f'.giTteii  Tj  -  Mitomycin-C  and  adr  i  .'imycii 


p 


No  \!R:\'AC  patic^nts  have  h.^en  ontprod  on  study.  CAIGB  In.a 
c-ritcred  .50  pni  ionts,  licwev.'T  i’  is  to  early  for  eva.lu.ation 
of  tills  study. 


IfKCil.i  o-  bii  SI.’‘  :  .!  I.-,;.  ■  ( 'r-pi  .r:  ,o  .-i; 

I'lXTID  Old'  Eli;...::.  IT  ‘A  •ik';.:  r;  i  ■; 

C' A  '  :  Too  c-.irly  for  evaluat  ii'ri . 


/5 


Sv'-r  i-; -lu-r  LVuU  irdiiuti.O!.  ^0:  . .  ' 

j  !''■[, s  ' 

I  .  -  5.';;;  i  'ih.cc:-  l'' S:;.- 'i;i  ./ '■ 

K, .  i  il  I’X''- I; : :  : : s  ;i  u  ilyi’!l.o;/T.C)ii;: 


1 1 j: .  ;  i  : .  ■ 


srA:rr[:;G  ])Atf:  20  Jju  ::t) _  j  KSTiM-Vi  K;) 

'}yaTxiP/Ur*:r>;ViSTYc:ATORnirI  'l.  _  _ _  J  '  . 

AGSOCIAW:' IGVFSXKG.TOi^S:'  "  ' (  LJLXV  ;  'ViilFc--  l:^ca' Ar;;iy  ‘ 

•'  ^  Cf.ntcr  _ _  _ _ 

'  SEUVIC:-; :  Hcr;.;i:cT..i:-y-0,icoIo,-.y 

rjy^nl:  oF  '/X7v';;i  c;i 

KKi  VOXDS :  Acute  'FiyGloueaous  i.eakGraxa  _ 

Af'd^GUL/AAAViri-IAIfGAS  tr  ■  "  . .  1"  AC^L-JKijLAT;i^jr  CCXAi'EACX’  *[  ACCitU;  j'AV  J  . 

COSi’:  Korse  I  CCoT:  None  COST;  Ikme 


ET-SO  MEDCXvAE  COS  j': 


CERIODLC  RFVrEW  RESniA::-. ; 


SFCDa  0.,J.- C  [  JA  ...  rj,^  c!et:uri'iJ..ae  iF  iuerfa-.  in^^,  xrXvu.'.C:./  ■:/;!;  \nth-rxan  ihr-rr'-py  \ 
increasif^  ■;  u^ixi-ysirin  ra^u.  To  t’''t.;'rr7!,re;  ;M  cl '’trixuou  o  \-ylX  '' .iX  [i:,': 

rate  tluri.uF;  rc'i.\i.s'iion  ;i,u,cluct:l.o.t.  •  .  , 


^ f.C.INICAf,.  =..l  ;'J.’0\CU:  .  Ecy'ii'.v'.ri  A  v.i.t.i-  CO— T.; : i  lox't^.oi' ■  ’ii  T’:  :  IvLr'  ;I  u  .nic  i  "ci: 

r’.e3if.e:Tn  ^rithout  CO-T'r.TTnoxazol.e,  Raiidoinri ue.  bc-;.(/?cri  'JRap.-jea  .1}  T'ai;r;'.'::i_/;;5.n  (jT!,A) 

A5  T.pJl’P-  !'/  daya  1,2,0  -1-  AcA-(:  100  iV  by  conf  aov;  .n-iJu!;.:  c/.i  C.-  T  7,.  JIc/T  ,A; '  :y 


I)I!R  45  IV  dayjj  1,  2,  3  -b  AOA-C.  TOO  iiiy/il-  TV  by  cout  uuu.'U;;  ti.u.iu :.  G-F.Liiojr.uaiuTu.'.' 

100  ng/l-lT  po  days  I-'/»  rejji.H'-r.iV  3)  ii;\T  45  IV  -t  AHA-C  .TOOi.'K/A^-  IV  hy  (•oafir.uov:: 

XnEuSion  days  ANSWER  TO  KFVIEHER' S  COMMENTS:  ■  Maintenance;  All  patunLs  rucaivy 

t\/o  _cycLcs  of  four  tiontlily  courjjes  of  c!)<.'Triot'hcr.'!['y :  (1)  ARA  C.  100  ta^j/i:i  '  Set  ^ 

100 ’ing/in2  po  q  ia'’^  x  10;  (2)  ARA-C  (.a.s  above)  +  Pi  edni  sona  40  ng/m'-  po  day  1  : 5  -t  Viiicri:-;- 
(continued  cui  nett  p  iracrapb)  tine  (V<JR)  2  in,;/i;!  '  iv  e;!  day  1  (3)  (.a.'.,  .'uuive)  + 

PR0G.T2SS  'OURli.'G  IT“d0‘,:  TT.-c)  WRAMO  ]>:■.!;  i  ent;:  ■atcrcrl^  1  ;  ;  '  a.tlri ''xerl  n  (-.i.c.  i  ■ ; : . '  •, 

fl'.I.CS  -  .'.•,'.'rv  '  I'C:  'l'  ..I  ’  .  • 


Continued  from  Teclin  i  caT  Appro.acli : 

O  .  f  ■  ' 

Daunor.iyc  in  iv  45  rig/r.;  on  d.ay  1  and  2.  (4)  Sane  .an  Couist;  2.  After  l.u  ne  i-y^  lea,  p  ‘  t  l 

are  randumi;;i'd  to  di.sciuitinuing  therapy  or  coni  i  viuc'd  thei  apy  untiA  i  elapse. 


l'U''.iF.R  Or  SiTr.1-:CTS  TO  BE  STUDIi’.D  lUiFORK  COMPLJA-fa^OF  S'fLloY;  _  5  50 
r.ERIOUS/UMFXPF.CTED' s  fuK  EFFECTS  IN^SUIRIEcfs'  15VUriCI17vT'J  NCr"iN  i'ROJK 

None 

COliCEUSTOMS :  Too  early  to  evaluate. 


EIJE/. r  CATIO:;S/AESTR.ACTS ,  FY-80 ; 


l.'O''.:'.  l);:rr  V)'/^ 


iiA'i-::  'A)  :i:  <:■: 'A.t  19AU  I  i’KO  i;.  ::i>:  CALC;' 

Vi  i  LL  0'.'  i  rA'A  ;  SiircLta'I.  A;l.iiu',;n.L  r;y;;Lt-a:I(.'  Cia-i  iol  Iir-rayy  | 
wit,:;.  5  -R;  ;lti,  and  Ili.uO.-iyc.i.n-C  Vd  Oii.u'rv,'.!,  ion 

A'l  tu'.ocai,'cino'.','  i . 


i: (  ■  - ;  ;  i 


SiALircC  DAiK:  :i97Q 
AS S 0 C I .A'i i  A i . S T !. C , .AT C 


I  IS-)’!  ■  .■I.’-.  1  ,  1  •'  i  i  iii  :i  A'CL;  JO.','/ 


TTCC  JfITrey  T..  RaroaLa t-\  i;  IR 


FACn  i  I :  V/.i  i  .  .  ■;  ;  v.  ry  !'.  ,]  i  C 

f.V  a  !  ■  I 

SKKVK  i: Lv',.a'  I'Ky.  -On’'>Voy/ . 

,;1  !)f  ^  .  iav 


K'rA’  ildRDS  :  Gastric  Adenocarcinoma 

“  . ACiACRLAi'iv;';  COT '  cAfir  ' 7/-;:s;-:u^'Ar'!  vif  scariA' 


ACCUilULATIVi:  CHDCASL 
COST: 


i'i“S0  MSDCiXS;'.  G'JS’J  : 


COS'i';  . .  ___  j  CASl;: 

.  n’KirfC!)!  C  !'!A  .aiysT  " 


GTLDY  OS,:  STi  Va:  ,  ,  .  .... 

‘  .to  aim  (•':  tain  i'-lvay  ..  to  ■  ,;c-r'r  in  '  n  j  f;  (■  into '-no-: ;  Ttl  y  nycAc: 

Cif  f  luor'.iiiTric  i,  n’-F,  'yc1  ;  ra;!  ;  :  F  {■,  a;  .  ,-iri- C  F  :  AM  f;  ;  i.<i  ■'  ini;!.'  clt'-A  ivn  ‘a,,;;;:,  , 

adenoc,- ^ c i  r.'orna  i  lui  :  j. a urv";  n  iloiiiio:'  j.r<  .  Mn-O  i 

y.tandavd  scrgical  resectioc  alon.^.^ 


j.rf  . '  ;-;u;n  w:'  >  :i.VL  c  f  j  .  ,:i  i 


TECHNICAL  Ai'PROACil: 
5-I-’luoroni:aci.l  GO-O  ■mg/H 


ilnfa;i  , 

i,v 


.1: 


l.v.  day  'f  of  rycl  C'.^ 


Observ'atlori  only, 
days  .1.,  8,  29  and  'iu 
i.iTiycin  AG  ing/n"^-  i  .  ' 


llcgitA.n 
(vC  cacL 
d.-iys  I  ; 


IT:  Arl  jr.yant  Cii-.rt-'Oll.  •■rAj..' j 
cycle,  ‘i:i::o:nycin'-C  jc 
:‘:.l  2'(  of  f'.  icL.  c.yc: ! 


PROGRi'SS  DLAiNC  .iT-SO; 


Too  .varly  io,  aani.il 


;i,-iL  i  I 'lit  . 


ANSLLFt  TO  RFiVT  IFWSR  '  S  COMMENTS; 


No  patients  Imvo  I'cen  einirod  to  date. 


rit'-j  '-I'  iiil!'; 
;;l  !CI)  A|  !N', 


CONCLUSIONS : 


KCL  CLt  c7  SLIM!!.  i  tr^'O  ItE 'STGOI  iir  f/v;:’! 

"SEFti  OFLS/is.LXi'i.tA'iN)  Sil)::  "lI-MX.T,.  in  ’siiH-iKCI';:  I 
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cjiA.T; 


Ilona. 


Ti  ylkI: 

il!  Soft 

Si  At;  i'i  .M 
'is;  I  r 
ASSD'.’.i  A' 


KSV  V,'Oi\ 
AC^iUL 
COST:  _ 

fy^'s'o'T' 

mruY~o 

To  dat; 


TFCHMIC 
y.  5  cC?s 


p!;OCi;ES 
v/Grti  ]r 


NUMiiR  K 
SERIOUS 

'CONC'SUS 


ruiu.l  CA 


■R!  s.-,  JSSo  j t'i/i i'ooui  iio;  OR.U'.  7.S'S 

;■  CSi-.';"o;  I'v- '-■•pv  v/itli  D'i'K;  f<  A'.ir  i  i'l 

■  ;  R.'”.-  S.ir 


STAIliS:  i: 

i-'O,';:!  ' 


.  I 
'ii;  I 


.  1077 

R-:’!  10  M  ,)■' : 
;;S']  I  CA'i  0;S  ; 


i)S:  _ 

ATIVK  MRiXiAS!': 

RA 

I'OC’VS!:;  'CCjSI':  . . ka” 


[ji5; iMKA'i'Ei)^  coM.’iuriKFJ  iJA'i  i: c I 

T)  i  .  Joi'-iruiR.T  jlloiil 

l-VvC  1 10 'lY  :  V,’nl.  tci'  IR'i'd  Army  O.-dLcai 

_  _  _  CenR;r _ _ _ _  _ 

SERVl  or.:  IU:rtato] oi’.y-Oacolosy 
I  Popart  of  Ni'-d  J  clu^ _ 

AcJcu;  w^Vi'  ivif  COST liXcT  I  aHt::  ;  t:  tot  vr  \  y' 

COST:  _  _ _  j  COST;  _ _ 


UJECTTVK: 

\nin.in';  the  efi'i.c.acy  of  DlfC  &  Adriainycln  v.’ildi  r>ott  tlssuci  and  bone  sarcomas 


rl,  APi'ROACii".  Oood  rir.k  pt;;t  Ad  riainyc  In  60  r.’;;/M- 
/s.  Poor  risk  --  Adr Inriiycin  '(5  ny/M--  day  .1  f<  PTIC 


dav  1  and  DTI  C  250  IV 

200  mE/M^  T.V  >:  5  days. 


S  Di'R'iATt  t  Y-8Ci;  This  study  was  closed  in  Ma\'  1973.  In  past:  year  5  j'atients 
ist  to  follo'-;  up.  Orker  conclusion."  an.  as  fier  1978-79  I'epcirl. 


OF  r 

I'O  id-: 

STirpri:: 

;)  ndFORE  C08;'lj;'i 

■rn>roF  STU 

oV':' 

/l;:i 

.Xt'i’.CTEi) 

SIDE  i; 

i  TTXTS 

< 

\  iJ- 

ir. 

tnciVATiNc; 

:  ':ln' 

I'.'one 

lO^F 

6  Adr  i 

a;  ivcln 

-  low  response 

rate 

Study 

'  shout 

he  t 

i-rni  irated 

T  io;-;s/AnsT!iAf;TS , 


F7-  80: 


r  1  9E;0  j  7WS 

i  LiL:',  I'lCi,),:..;  i  ;  oi  Ca  U 

(.-!  r-' ;  a  Ckii.ib  ina.Mon  ol;  C:Ci;L(  and  lileoaycln. 


Ud'-'d  i  :.  fT 

(  ■  :  lA’i  I  I  i:;. 


STAiirr'.;,  JXMi:;  _ _  _  [  I-kiTf-M-'iThU  C^i;’Jd:YiOs  -:a'd  A-y  79 

IKVi’SriijA'iOK:'  JoRannY::  iilorf  *■■  ■-'  '■  -  -  .  . - 


ASSOCI  .ATE  INViiSTT GATORS  : 

Dr.  Ciinrles  Miller 

EACTETTY: 

Walter  J:-. 

Center 

-.iCi  Ai';i;y  Mladic; 

SlikViCE: 

Heniatolog', 

-Oncol ogv 

Departmi’n: 

of  ''cd icin'"' 

KEY  WORD :  Rtiaal  CtTI 
AC^ U M (jla\ ' '"StR) cTsk" 
COST : 


•arc  1  iionia 


AC: CliM iJ L AT  T  V [’  CON’T  RA l '.i 
COST:  None 


AC:i;ip;ur,Ai'i;vi;  scRPi,Y 
COS  l  ; 


FY-80  NET)^:^'"raST:  '  ’  *' .  '  rTT;!aODlcl:EVlB7  ]a-SIT 

_ _ _  None _ _  ^  _  _  _  1 _ 

STUDY  OBJEC.ilVS  t  1.  To  toraiuLne  efficacy  of  CCNU  and  Rluoisycin  in  tlie  troa  Li'ieii  t 

of  advanced  renal  cell  caroinoi’a. 

2.  To  determine  if  this  regimen  would  eatend  disease  free  survival 
in  i)atlents  with  locally  advanced  disease. 


TECHNICAL  API'ROACil:  CCRLI  130  mg/M?-  p.o.,  every  6  weeks 

Blcomyc.in  15  m;;  I .V.  weekly 


PROGRESS  DUKTMG  lT-80:  One,  patient  relaprsed,  leaving  7  still  disease  free. 

Tlvis  patient  developed  bleomycin  (Stlriea  iry  to;-;ic.ity. 


iNUikiKR  OF  SUBJFXI  S  TO  BE  STUDTKl)  BF.FORE  COMjn.CTION  01’  STCIA’ :  _  R'^rie  _ 
SERTOLJS/UGERPECTr.D  SIDE  EFFECTS  IN  SUEJEtTS  IVv'KTICIT’A/I’.ING’ fk  pTiOj'eCT  : 
Bleomycin  lung  toxicity  producing  death  in  two  patients  and  morbid ’ty  in  one. 

CONCLUSIONS:  This  i.s  a  potentially  toxic  regimen  with  uncertain  benefit.  Tin? 
remaining  seven  patlcril  s  wi  J  I  be  fol  lowed  For  long  t('rm  toxicity. 


PJBT.K.Ai  IONA/AP.S  TRACTS,  I  Y-80:  Miller,  C.E.  et  al  :  Adjuvant  Ciiemo therapy  of  K‘-nal 
Cell  Carcinoma  Using  a  Combination  of  Ulcomycin  and  LomussLne,  ASCO  vol  28  p  v’c  3fP 
Itarch  1980.  i  , 


WORK  UNIT  /n.6',4 

;  .  ■;  -  ^  WRAMC  7^:0 1.  .  . 

7  ;  !  A  ■  i  ‘  ;  i'  i  n. 

iA’Ar.UATK  N  AliRl/.At'ClM  CJS-l'i.ATfRUM  COMiilRATiON  CIIEMOTHEli.\?Y  IN 
TKI-:A'i:-:r.NT  Of  MALIONANI  ijTRKASE 


ST.\;, ( : ; :  'a:a  1973  [ /,s ; : am.,!)  j'AI;;:  i9S0 

i’j:  ■  ;c.i .  Johannes  blom,  mi) 

AS  A'l  u .  > . A'\’FS  i  LAA ;  1  i'AAiio’iY;  v;;A!oi'  Ar;.^y  SiJi'.ai 

j  S-,i;v  !  i'.r. :  1  ;  /-■An'^olOr’v 

i  D-c: ’oci u  I'.T cO  i 

kTv A. :  ADRItSyC  [N,  "^S-PLATINlJM7'l!ALiGNANCY~7  _  '  . T  I  ' ~ 

a(a:u;.'.':.a'.  :'. i  aa'aenuas;  !  VE  f:oN  :'i'^-  :T  ^  ;  A’':A;''':E’Arr:!:  siN’i'lA' 

00'.'' i’ :  '■  : 


(aA  i  : 


i  PijAOi),(:  EAVLEN  iJAEn.r-:  : 


ST'.'AV  j  ,  \  A ;  To  evaluate  the  efficacy  of  cis-plat  inun  arid  adriuinycin  in 

patienta  with  malip/.iancles . 


'i  LCuA  f.O  .\A  1  .A'Ai,,:! :  Adriaaycin  60  mg/m^/day  IV  every  21  days 

Cis-[)latinuru  60  ng/m^/day  IV  every  21  days 


TV-  No  patients  en'-ered  during  1980.  Thirty-nine  p.ntLents 

were  entered  prior  to  1980. 


A’  '  ‘  'A  '  i  ■  ’  .  S  i  ;  A'  .  .)  A'  .  t  ■ ;  ; '  j  -A’,  ■:('  '  p,  j','  ;  NONE 

■  ,  .lep  i  aaa  '  '  ■  ;N  -  •’A.' a.  ■  i  aa  ;  i  :o'  iA  iAoiAAi'; 

Thr-'.'e  pi!iL"-i(s  witii  prior  radiation  i-xperienced  see.'rc  leukopenia. 

,  A  A  A  :  Till-;  coniiination  1ms  al..o  bi^ea  piloted  by  OALGB  and  appears  to 
liavf'  possible  aetivity  in  prostate  carcinona. 


tiie  ptfMT'ite  sub-n^t. 


Cons  iderat  ioa  v;ill  be  given  to  ])ublicaLion  of 
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KOKK  UNLT  a  1049 

■■  |:-U''.'  •  •:  Ki^AMC  7602  •  ••  •’ 

'i'j  il-2  Ciie:;io.i r.in'uuotherapy  of  ProstaLic  i  . 

CaroLiioa:;. 


1.975 


LTC  Jeffrey  L.  Bcrenberj,  MC 
Ifi  JA'i'.v'N  ;  !  :  ■ 


19P.1 


K2 1  : 

UOIu \ .  ,  ...  ...  1.' I . 

COST:  _ 

0051";'“ 


STCDY  dsjiiViTvil;''  “  — - . 

'I’o  .st’.Lidy  t.ae  efficacy  of 


i.hc  cci:ihiii'U;ion  of  cycl.ophc.sphraaidc.  .'.aa 


5-f.luoro';racil  v;ith  and  V/ithout  BCG  i.'niiunothe.rapy  in  the.  treatment  of  ndvanc  .'f 
Stage  D  carcinoma  of  the  prostate. 


TECilNlCAL  .  i' -.'iO  ■  “'.Cd  :  Regimen  A  -  Cyc l.ophospham ide  lOC^O  mg/m^  T.V.  on  day  1 
5-f Inorouracil  600.  ing/m-  T.V.  on  d.iyr  1  and  o  i'.cG  0  10  ’  unit;;  on  d.ays  14  an 

Regimen  B  -  Cyclo!)hospliarai;’‘.'  1000  r  '..7..i“  I.V.  on  day  1  .5-f  luorourac il  600  mg/n 
on  days  1  and  8.  This  cycle  to  be  repeated  every  28  days.  Addendum  -'I  t^hanged 
BCG  vaccine  to  the  P.'i.stonr  sirain,  2- 'XlO'^’  virdile  (init.s. 


t  h 


PROGRZSS  .  1;-;.'.’;  Desired  obje-c.ti.ve  of  0  pk  .-icciniul.ii  cd  i  tn 

Protocol  7602  to  he  evaluated  .and  findings  in;i)l  i.shed . 


N'UMSgR  OF  .■r“'di“s^r;>P:irD'.;- o'  ••  c  ..2' ’ •  ■ 

SERIOUS /o:c:.:Th.c.i  o'  sne-;  'ifpi'M.f,;’  cY'..  C'.is  '“12; 


CONCI.USI'  ■  Pending  evaluation  of  median  survival  values. 


’■  ;  20 
!N  di'mlCcY: 


PUBLIGATJ 


Si  .  I'v-; 


In  progress. 


vXiKK  U'iJ'r  ■'  JtO') 


^Ll!^.  '  J .  '.  AJji.iv;ia!_  Chcii'oLliC'r.'.py  ol  I'ro'j  [;m  Lc 

Caft'iooiaa  v/Itii  Adriaaiycin  nad  (‘Is— Di.'iiai'.iaed  iciiloiroplaf.  in.ur.i  II, 


S  A.'  •  :  : 

TdlaOCAV:.' 


1977 


LTC  JefFi'f-y  L.  Rc-renber';,  'UD,  bC 


Ai'l'  V;*  .  ; 


KiTi'  VbiK:  A  _ 
Accu;;i;:..v:' A.i;  MfndAb;; 
COIT: 


Fs-80  Vr.jCAbK  COIT ; 


STUDY  OBJI.GTi\i:; 


Adi  UMs  .Vi  iVi 
biid’!': 


I 


{  PK-  u-iu  •'■A  i '-i:  aprs  ■ 


To  compare  the  efficacy  of  radiation  therapy  alona  versus  the. 
combination  of  radiation  therapy  plus  chemotherapy  in  tlie  treatment  of  patient;' 
with  operatively  staged  and  Iiistologically  proven  stage  D1  p.-ostatic  carchioma. 


TECHS rCA!.  ; 

additional 
Adriamycin 
28  days. 
Addendum 


^  Ra.glnen  A 

Whole  pelvic  Irradiatioa  to  a  total  dose  of  4hfi0  rads  with  an 
2CC0  rads  to  the  prostate  bed.  Regimen  R  -  Radiation  thetapy  as  abt  .'e 
6ri  Kg/m^  I.V,  day  1  every  28  day;;,  Cis-Plntinum  60  rag/m-  l.V.  d;iy  1  ever 
Addendum  i?l  increased  type  of  patients  el  gible  for  this  protocol. 

2  modified  administration  of  cis-platinum  to  decrease  toxic  side  effects. 


PROCRinj  i-'lls!;  '•  r'Y-80:  Thro  patients  have  berm  entered  on  study.  No  additional 
patients  entered  in  FY  1980, 


i:r  I  i  OJFVi  ; 

CO.TCLUSTOV  :  Too  early  for  evaluation.  The  fall-off  in  accrual  is  due  in  part  to 
competition  with  National  Prostate  Cancer  Project  protocol  4'GOO  wMch  also  evaluates 
adjuvant  therapy  in  patients  with  D1  disease.  The  desired  number  of  patients  can 
probably  be  emterfd  by  1984.  As  the  NPCP  protocols  do  not  look  at  adjuvant  therapy  with 
I’UBhlCA  fiP.S/I'SS  iiV'.t'rs  ,  FY-bO:  is— platinum^  this  study  shoiild  remain  open. 

NONE 


NTJXUUK  Or 
SERIOUS /U 


. . . 


b.; v; s_ hh'-i'-’  J' 

;  i.VViU  SIDii  EFrENfS"  IN 


.11, -’K  (;,,v 

’sniviEVi', 


v;();:u  ii.-a  r  i 


*  ■’  J:  WRAMr;  7801  :  '  ■ 

Vi.  ,;;  (.■  Pr.j.ll.CT:  PROTOCOL  FOR  lOr-RLROLOCrCA',  FA'Af.UAT' I  OX  ' 

AXO  PiiASK  ONE  l‘>LMUXOTi!KRAl>Y  OF  PATI.ENTS  WITH  VARJOL.;  C/J'C.'XUOAS 


S  ;o  ii.'.i'i'j  1978  _  __  j  i!ST  ij'.'.'i  i'.P  i  0  Accrual  c:;: 

;'A ;rL,vER'iYc:A;ru^^^  blom,  md‘ and' haj 'Hours  F.  ur  ino./  'Mi: 
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COST: 
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i _ 

,'i>!  C 

RHViHi;  Kilo 

Ji.TS  : 

STL' 

jV  OiHiiiCTLV 

To 

perform  detailed 

immime  evaluation  in 

patients  with  tumor 

present  and  Uunior  entirely'  resected,  following,  imiiiunizat ion  v;ith  C.  Parvum  in  an 
attempt  to  ascertain  changes  in  cytotoxicity  induced  by  immune  agents  and  to 
determine  if  immune  depression  in  cancer  patients  ca.n  be  reversed. 


THCrilTCAI.  AP /'ROACH;  As  per  outlined  submitted  for  FY  80  and  detailed  in  original 

protocol. 


i-'i.'i'  .H  -H.  Dili!.-.;  iy--30:  Ttiree  patients  were,  added  to  the  study 


'■i  S'iUi)iED”;u;ruR;-r'corPLA:T\OU  OF"8;i'^rV  compile tedf^  _  ^ 

SHrilr  iU'i/rXHXPECTHO  JURE  'Pir '^[s"  IX  SUdlEClS  PATiTtCI  PAlYx':  fx  Pirititc:!; . 

None  _  _  __  _ _ _  __ 

C'.'.C'  '-;1o:;F:  Too  early  -  will  require  follow-up.  Data  is  now  being  proce.ssed 
at  NIH.  The  results  of  this  data  will  he  compared  to  the  patients'  clinical  course. 


P\  oHlCAT  iOXS/AHoTHACil ,  FY-9U:  None 


VvIjC  I  _  i  ''i-''  •  -i!  '''■  '  . 

)..  Ji:  Tumor  Tissue  for  Extract  Preparation 


V.'OJUC  UNIT  NO.  1672 
i  s  i:.  .  1;.,  X 


_ _ _  _ 

'  ‘'i-i!''!-  ■  LTC  Jeffrey  L.  Berenberg,  MC 

^SSOC:  ! '^''..iTiCAiORS  ;  !  I'A(  J  : . : Y  ;  Yil-.  i  Ueiid  A  ,':iy  N'jcir  :! 


I  .  i!l.  ;  1 II  '.y-Urii’O  i.o;’7 

. . .  . . .  _  _  i  O'  j  o  f  ’!'•:!  A, '  II'  ■  _ 

L'J";  ;  T'-iif'or  tissue;  extract  preparation;  colon  cancer;  antigen 

AOOL/NU;...;  A  .  'tjO.VRA  i  l.>  .ii''i:  j  AT  I  •  :  '  .  Ai  i:Ai : !  i  A' '  i 


ZV.-M': 


JOsV; 


;  COAT: 


i  ■.  I A '  >  i  ; 


1  iMlcii  :>i:'  ;-TVi;„;  I’a 


r.  y  ^ . ’  r’  . 

Evaluation  of  immunotherapy  in  carcinoma  of  the  colon  using 
an  antigen  prepared  from  human  colon  tumor  tissue. 


'.'YAU;; ;  Obtain  tumor  tissue  remaining  after  the  Department  of  Pathology 
has  obtained  the  necessary  samples  for  diagnostic  purposes.  Tissue  should  not  lie 
deposited  in  formalin,  should  he  kept  sterile,  and  rinsed  with  normal  saline. 

Tumor  tissue  should  be  trim..med  of  fat  and  other  tissue  as  much  as  possible. 


'iYOCtKVSi  J ''Y  -EO:  t  issue  obtained  to  date. 


NU'Aiih’J't  ,  'ITiavJ'il  T;^_SVUPA;:)  DT  rv'ih-:  _(/ :  i' ;  i;  |  i  -a  (i;-  SUNT':"' 

SETioAY,';  •  aa'ta:!)  ;  !  AT  i;:  'i ^iTr’i'iiOJEhTT 

tC.NC'.l'i.'  No  data  for  evaluation.'  Study  will  be  closed  'ir'nb' Tfssiie  Ts 

obtained  v;  I  thin  next  6  month... 


i:.',  ^  r::fT 

'id  V- r  J 'JdO  _  ji’Jdii'iiiliH,  Md;  l-JHA;-:;.:  'Ji'l'',  !  S'j"';d;;  ii  V.--  1;. 

'if.  Cl  Piv  j.i.X.i' ;  UiJC!  ol  Stroptozof.oc  i.tx  ;ii!  tl'C.  'i'ti-aLMeiif  !..  ■.iXlL. 

of  Islcit  CX.-ll  Ca.rcLno.iia  of  ti.v  Paaci-c'/i.';  and  Mo' 

CaiM  Lp.o  Ld 


sc\::':r;:c  da’  Oct  7fi 
PK; ..  d  1  ; •  i  d  dal'  ^ A’fO U : _ 

ASdCCIA'i*.  l!d.'"i;i)TICAIOt<S : 


I  KS  ir.'I-’l  ViX.I  (X,’.' ‘l’ i  l' f  C'\' 

I’AC  I ! . '1  V  ;  Walter  IW-i-c-  .•'■.i.iv  i-.-'i'ic'. 

_  _ 

Sf;VfVK:p7  ''H-:;ia'-a;ia'^;y-Ctico]  o^;y 

/  i  Mr."'-.!  t  of  M'v'icfp.e 


KEY  WOXDS: 


ACC b:’im_Ax I VE  me o c as e 

COST : 

ACCUMu 
CO.S  T : 

IJiTIVE  COlTitiCT 

j  AOC'iJ!'tL  t. 

1  CO.ST; 

VE  Slip 

Fi— SO  M£DC.ASIiI  COS  i  : 

1  PERIOD' c  KKVif:,.; 

1 

li;  IS  : 

•d.Y 


STli-Jf  O.i.ir.'.  1 ;  .  :  Strept;o:'.uLO''ru  I'?!..;-  viho.v-a  n  o f  f.  f  ..’"i-c t  jvene.as  1 

r.etast.'itic  lal-iL'  Cr-11  catePpoxa  of  i’  O.  iia.acro.'i-j  and  ra'.Lac!..  i. ic  carcinoid, 
Clijiical  rocpoiisa.'i  i)ae.n  rro.porir.e.d  lU  paCieritr;  Xv.I  t  li.T.'iC.li^nant  irCct  c'A'l. 

Strop lOc.otocin  y.teiclri- an  overall  rospor'.-'.r;  jra'cv  cd.  i;;;al:a.Ty  70  ..,  Evan  -i 

oTijec.tiva,  response  f’oas  uot  oi.cci.rj  a: ■.ollnrat  Ion  of  f.roi'  W  jry.ional  ]■> 

ta.x.ors  ('■fnsu.lxn.ona  aad  c-arcitioiU}.. may  occur,  /ideifuaLe  cl:L;iical  tr  ials  veth. 
drug  nave  not  yet  E'eena  perfortaed  in  otb.ar  tumor  types. 


t.Lli 


rod 


.'or;-., 

in 

ui  :i  np, 


tli.l 


roua.oj.Lnl,  /c  .  .a  ■.1.,;.  Si,  rpiiuia  :ocin  1;.  availi.olc  foi  '  •naan  advdni  ct.rnt  i.cm  fni'h'c 

Botb.  a.  five-day  intensive,  course  rogiinen.  and  a  werd:  Ly  regi.v.ien,  liava  been.  xld-.  ,ly 
employed  using  tFLLs  drug,  witli.  current  favor  given  to  a  scYieilulfi  of  .SOO  ng/p'*  IV 
tolus  claiMy  x  5  every  4-6.  x/eclcs.  T'lre  weekly  schedule  has  usually  Been  1  giii/n-/\?eak 
X  4  weefcr. 


Pi'\)S;<..ro.>  I)U:.i.,a  W-80:  'rh'i:  ;o.  patients  entered  on  study  -  all  pat.iunts  find  c.l  lu  i  c  al 
diagnos  is  of  carcinoid  i.iimoi  .o.  ITi.cce.  x^ere.  nr  .(•f..sponse,o  and  all  pr.lic'iit.r  Tiave  exp.,.)  .  d . 
At  post  luortera,  oiv  patient  was  found  to  liave.  rtetasl.at.Lu  melar.rc;.;  .inntt.ad  of  cart  i- 
noLd.  This  is  psxrt  of  a  cooperative  effort  rjitK  kCL  to  study  response  ’.;ith  to  : .in itv 
of  class  ‘'C"  drugs,  ^ 


ANSiiER  TO  REVILiJER'S  COMI'IENTS;  This  is  a  class  C  NCI  Study  for  u.se  of  Streptozotocin . 
”  Patient  data  ~Is^  reported  for  infornation  only.  It  will  renain  open. 


falgSEii  jdVTlLXi.JECTlTJ'O  JIE  STmliiip'irEi’OPk  JXKO’i.irr  LO:!  OF  S 

sr^Kwiis / uiAXViXTKD  fillip  FmicTS  T>rs!i;.'K(;r-rpAin  if;i >,\i  i 

Hone. 


1, 1 1  ’  jY  : 

m;’  V;;  p 


:<().:  ycT: 


CO.XOVS  I0:o : 


None. 


rUSi.lC.M'lC'.'S/Af.r.TRACTS  ,  FY-80: 


None, 


woPvK  u:;rT  no._i68'|_ 

b-Vl'”.;  8,:pt V'jBO  i’r.-.  ITOCOI,  V.O :  S'i'.Vrii':;:  1  n:  fi  !:i  >; 

■iTvr';  O.'  '^Isc*  of  3 li.ii  t:h:;  _  I'iiri! 

'J  :  of  Acute-  Lyi.’phnbl--ir;tlc.  I.t-ukc-inla  in  Aelu'J.t;;  -•■.■id  Cli  L.ld  rc-.ii , 


P  R  IN  CIJV' fCAfOR:  _ 

ASSOCf/'-tt*  Tb\b'Si  JAiATO:\ai 


j  i:a':  riv, ,  c.n:-a'i.  ;io;;  Jv'vjj., 

I’ACil.fTV;  '■•'.iltL-r  I’ccd  Ar\-.,-j  I-;r’dif;;ii 

(:e[it.L'r__  _  _  _ _ 

Sl'd<V I  fb; :  r  .-mtolopy-O.u  c)l;y;;y 

il  l  f'f  M( ■'!  i '■  i  iin 


KHY  '^'Odvi;3  :  _ _ 

A^C!^ir:.ATiv^: 

COST;  . .  _ 

lT-8!ms5cB£’  ’cost  ' 

STUD'/  Oi).i!\CTL  VE  : 


is  qualitatively  and  q!:.-.at  i.taLivaly  the  same.  Tharefora,  this  drii^;  reprcstv.U: s  an 
alternative  to  E.  Coli  aspara;;ir.a;'.e.  in  those  situations  vdiero  rc!pi^at  coursed  of 
asparap,inn;;e  tlie7:ai>y  are  I'oquirc-d  or  v.-hare  allergic  reactions  force  (die  discontinuance 
of  the  K,  Coli  prcpar  ition. 


j  accf; 

dUhAlb  V  i  ' 

cu:;  i 

RACT 

"I'ac'i 

1  COST 
> 

; 

... 

i  ''' 

'  'fpEldOb 

J  . . . 

■  ]-•  i 

•:  V  ;  ; 

■;  '!;e 

sii!/!': 

'ora  PS 

para.9;  iuaii 

;e  i-s 

an 

anti 

.geni 

'  cunip:*. 

rable  t(' 

tho.t 

1*  c 

the 

E.  C 

Man  .AL 

C .  C(-.n'.pc 

ircd 

vrL  id 

1  E. 

Coli 

TECflMCM,  intravenously  1,000  lU/Kg  30,000  lU/n^-  per  day  >:  10-20  days. 

Intramuscularly  6,000  10/ir(~  L.i.'.v.  x  _!  v/eeks  (U  dose-;;}.. 


i’KOC:' duking  fy-:  O: 


j-o  pal  lent;,  eriteroi!. 


hOTE  AOOKO  F(3k  Ari’hOt'AL  OF  Ak.Y'JAI.  :  .Gl.'iS  Ki.l’ORT ; 
for  use  in  pal  Lcjots  allergic  to  1.  Coli  1,- ASF. 
one  or  two  pit  i  cuts  per  yiar  will  b  -  uiUorcd. 


This  is  a  class  "C"  protocol 
It  will  remain  open.  Perhaps 


falYta.;  GF  FT;  : 

cdhcrlhirGGsV” 


,.  ::f  yg  l;b  s'iFTiFG  FFrw:’!-;  c.'y.’i.Ti  rou  (.i-  s'itiY: 
f;;.!)  sidi;  EFf:;ci's"f:i  adcdKci;-;  PAbitci  I'Ari nc 'io  ri:o.i;;c 
'.'one 


T)ate: _ rh  19:',  I _ _ _ liVo'ocoT  .  ?  I04 _ ISi  ggis:  Jt::o:-ua 

I  3.'ir.rd_J' 

'iltly  of  Project: 

Kva  Luat  icin  of  rffiracy  of  Stipprcss  tii'.'.  Platelet  Activity  in  PatlentH  v/Itii 
lu terVAltteot  Clnvidication  ^  •  /  -  -  '  . 


Staxtin;-;  Da. 


dav  1978 


[d s 'tTi'dctl  Cofn!)Iet’.ou  Dele:  Compl 


C-tL-l 


Principal  InvesiPvator:  George  J.  Collins,  .Ir.  ,  COL,  MC 


Associate  Iiv7e:-ifcip;ators  : 

Salvatore  Scia  lTa,  HAJ ,  ?!C 
oorn'.an  '1.  Pich,  COi,,  PC 
Karl  Fet/.uson,  HAJ,  MC 
G.  Patrick  Clacett,  LTC,  MC 

Itr.  C’ri-"ir1e>  _ _ _ 

Key  AVerd;-;: 

Plate'!  ots,  'Interr'i!  treat  claudication 


Facility:  inPlMC,  V.TlATR 


pppJt/lWc  periplu  :ral  Vascular  Suryery 


A.cctim.ul:diye  i.IFDDAS’d 
Cost: 


Acc-  .:Ti'.0;'.tLv&  Contract 
Coed; 


FY-SO  iJEr'iCASi;  Cost; 


Acciltp  tlali V'3  iS'.tpply 
Cost; 


Pcri-otiic  Puvlev/  llcsulcc^ 
{'.o  be  filled  in  ly  DC-) 


ciLitdy  Objective: 

1.  Vo  derentinc  tiie  relative  effect  of  several  ijlntelet  active,  druy.s  in  suppressing 
in  vivo  and  in  vitro  platelc-t  i'liuction. 

2.  To  detenAiue  vdietber  or  not  t  ii  -.e  drugs  cause  ii  lowtiriug  of  coap.ulntion  lac  ti'rn. 


3.  T('  detcrr>i:ie  if  snnpres.s  i  on  of  platelet  function  in  patients  with  iiitori’iittent 

c  I  audri  ca  t  i  c’l  results  in  oitjetti'/e  irnprovereent  in  exercise  tolerance. 

'Technical  Approacli;  Patients  ran,;in:’,  in  a.ye  front  AO  to  70  yec.rs  of  either  si-x  with, 
internittent  claudication  doci.t.-terited  by  lowering  of  ankle  I're.ssn.re  after '  exerc  ise 
va-re  ratidi  ;Ti;',ed  into  fotir  treatnent  groups.  One  treatinent  group  received  plticeho, 
on:-  rt'fjc'ived  600  ing  per  da\'  of  aspirin,  one  receive.d  600  mg  per  clay  of  aspirin  and 
100  p;',  ner  day  of  jK-rsantinct  and  one  receivc-d  200  rag  of  sulfinpyrazone  four  tip'cg 
clailv.  Patients  liad  a  full  cotigii  la  t  i  can  scroening,  lialtery  iiictliiding  pro  throt-’h  i  r, 
tirt-e,  activated  partittl  tliroiiibcapiast  i  n  Lin;e,  fibrinogen,  factors  II,  V,  VIl-X,  (C.ont'd 

ProufO.->t.  during;  I'Y— 80,  total  C'f  93  patiemt:;  completed  the  entire  tost 

period,  l.e.,  six  mouLb.s  on  drugs  and  all  specified  laboratory  tests. 


KcrriTtr  of  r.ubi  v  ts  to 


cl;  If  lied  licforc  cotnple.tdo!’  of  .-.ludv: _ Comnlot  eal. 


Scc'ioua/itnf.'.yn.ncted  f;ida  effect'.: 
Only  one  patient  withdrew  due 


in  sulijftcls  p.Ttijcipalni,';  in  project: 

tc’  a  rash  f  ream  tispirin. 


Conclndion.-;: 


I'al.i  anti  vs  in  Ins  not  been  completed, 
witliin  .nix  months. 


Tt  .sliould  be  completed 


me 


.Piiblicalions  or  Abrtrects,  Fir-SO: 


^  Mar.^h  10:U 


Tifc'li;  of  Project:  Rapid  Scrccnlnp.  for  Coagulation  Ab:iorr:n  1  i  I.  i o’.' 


Fio.al  >; 


Stirrtlnc;  Date:  >Cay  1979 


L 


_ jtistimcied  Cunn^lePon  Dale:  Cooal  ota  :  .'-iai;  1980 

Principtil  Investigator:  George  J.  Collins,  Jr.,  COL,  MC 


Associate  Inver.  Li  gators: 

Facility: 

CIS,  WFLNMC 

Mr.  Don.ild  Christopher 

liep.'i !  olop,y ,  V.'K.MR 

nunie.'i  Kinb.all,  COl.,  MC 

Norman  M.  PieP,  Coi.,  t'C: 

Salvatore  Scialla,  MAJ,  MC 

Mr.  Ch.iirle.s  IR'vr 

Per.i  pher;)  1  V.a.scnil r  Surgery 

1  - - 

Key  Words: 

Coagulrit  1  on  ,  1  iirrinhool  .asf  ogra  iih  v'  _ _  _  _  _  _ 

Acciunulatlve  Cloulract 
Cost: 


Accnrnulallve  r.lATjCAS'd 
Cost; 


Accirni.diAi.va  Supply 
Cost: 


FY-SO  IvIEDCASS  Cost: 


I’ododic  Pevjcv/  Rosnlts; 
(to  Va;  .•  '.  ricd  'jii  liy  DCJ) 


Study  Objective:  To  develop  techniques  v.-hereby  sizable  ii'.irr.bers  of  paiients  can  he 
screened  for  hypercoagulability.  The  objective  of  the  study  is  to  be.  able  to 
screen  as  many  a.s  twenty  patients  per  day. 


Technical  Approach;  Patients  from  the  Peri ;  her.al  Vascular  .Surgery  and  Ikm.atolugv/ 
Oncology  Clinics  with  suspicion  of  hypercoagulability  hnd  coagulation  screening 
batteries  and  throir.hoelastography  pc;rformed.  In  addition,  twenty  healthy  vol  uiiti'ovs 
were  e.'-anined.^  After  the  determinations  vccre  rn.ide,  the  results  throiiibocd  as',  og.r.iphy 
and  the  sc;reening  battery  were  tabulated. 

*J?rogre.ss  daring  I'Y -80;  The  study  was  completf'd  per  obp  ct  ivi‘  anc^  the  rcssnlt  ■S  ll.iv* 
been  tabulated.  Stati.stical  analysis  should  be  completed  in  n-.cmths. 

Ihere  were  no  .side  effoct.s  or  complications. 

Number  of  sabjecta  to  ))D  .s* ached  hoToro  cotnoAiio:!  oW-bvbr 
Sorions/iinexpacted  side  effoefs  in  subjccis  pnriicip:dLn;’;  in  prc'jeof: 


Conclusions: 


I’liblications  or  AbstmcAs,  FY-80:  None 


_ 1 !,  Df  _ '  '  rO'UC  j'.  -.l.. _ ziilll _ _ _ 

I  l-^iud 

of  rrojc;cc:  Qompcira ti VC  Study  of  High  Dose  Versus  Low  Dose  Pre-ooerativ 
fJadiation  to  Radicdl  Cystectomy  for  Control  of  Transitional 
Coll  Carcinoma  of  tha  hi  adder. 


)lotLoii  'i)ato: 


Principiil  Xiwestigator; 


Associate  Invesa:‘ators; 


DAVID  G.  i-lcLHOD,  flD,  COL,  MC,__US_A 


ROHALD  DORN,  MD,  MAJOR,  MC,  US 


Key  V/ords; 


Dept/Svc  Ui'ology  &  Radiation  Therapy 


Cancer  of  Bladder,  irradiation 


Accumulati iAfLOCASld  j  AoL:u.n.ulasiv'&  Contract 

Cost;  n 


Acc’.miulati'.'e  fv-ippiy 
Cost;  o 


FY-SO  FiFOCA.Sh;  Cost: _ (). 


Study  Objective: 


PorjocUo  .Review  Jlo.-iult.;; 
(to  filled  in  by  PCI) 
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